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venting and/or treating diseases such as pain. 



(57) Abstract: Caiboxylic acid derivatives represented by the follow- 
ing genera] formula (I) and nontoxic salts thereof: (I) wherein R^ repre- 
sents COOH, COOR* (wherein R* represents alkyl, etc.), etc.; A repre- 
sents alkylene, etc.; represents alkyl. etc.; m is 0, etc.; B represents 
^ a benzene ring, etc.; Q represents an alkylenc-Cyc 2 (wherein Cyc 2 

represents a hetcrocycle, etc.), an alk>'lene-o-bcnzenc ring, etc.; D rep- 
resents O-allo^lene, NHCO-alkylene, etc.; and R' represents a benzene 
ring, a naphthalene ring, etc. Because of binding to PEG2 receptors, 
in particular, subt>'pe EP3 and/or sub^i>e EP4 and having antagonism, 
the compounds represented by the general formula (I) are useful in pre- 
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COOR^ (RMiT/V^/l-^) m ; A J* T /V 
,W:3Mx:^-Cyc2 (Cyc 2{l^l!lSS^) > T/V^l->'-0--^>' 
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:$i%mii:*j],:^.>mmmi^<h^izmT^o $^(cpb<{*^ -hiss: (i) 



rD^^^^^>s^>E2 (PGE2) •r^^]^>mtiy(.'^—}ifp<Ditm 
m^i:uT^e>nT43t)x iaaa^Mf^fflx ^^jriSx ^i^m. mnamom 

5yb-C4o$,t),-^tt-?'nEPis EP3. EP4i:WmTV^SCJ.I4)d 

Mediators CeU Signaling, 12, 379-391 ( 1995 ) ] o 
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5 StnCftffl^^-r^'fb-^JSx EP343J:ir/*fe}*EP4g^'f*:6DM'l4<b{c:j: 

Sj^s '^mm. s®^^) X :PD7^^-rs 

;\y->&^0i. Tu;iy^-m^m0i. m^mom^om.^. m^ia. mm. 

UM. &m(D\^^. mm. ikm. xt^d-y Y^mii-. m^±. m 
^mm0i. m^m0i. mmmmmmm. Wj&^m. wMmm. Rmm^. 
Rmmmm. ^mp^mm. ^mmmmm. ^mm. xhi^y^. m. 

20 /mtzi^^mm (nmm^. mmv^—-^^. m^mmmm. nmmmmm) . 

ii> {ij^ym^. -^lymm. is^om^u^. ayco^w^. -ffxD-^m^ 

m (ALs) . ^^m^&. i^:^—^u>mim. v^h—y^ 

X. AIDS^) X (TU^V^-^^mHi. TUJ)y^-^m0i. 
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So 

10 (A) W099/47497-^^«ffl«tc:ti. — (A) 

o 

B«J 2^ 

X-<^ (A) 
^A* HET* R'"R^R«* 

COS; XN±5~1 0MCD#3«. z:^r>;-;K -^7^n:py-;i/*mt>U ^ 

15 -Y»- (C (R"^) ; R^^iJ J:t;JR3*{±7j<^M^s md^^>M 

(B) wooo/2037i-^WjaH«fc:{±. — jas^ (B) 

Ar*<^ (B) 
^V/* ^Ar^" 
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;ver-;K '(Sa:?';V=3p->>W CHF2^ CF3^ >'^^>yv^ v'np (C1~6) 

n (r^'') 2^ ^bn. c (r«^) 3 ; x^{*ii«sa; Q" 

5 ttCOOH^ SOgH^ t^♦^^^A^^ C0NHS02R^2\ 

■r55:t>^^ *^B^{*> ( 1 ) -uss; ( I ) 




(D 



15 RHi-COOH. -COOR\ -CH2OH. -C0NR^S02R\ 

-CONR'R\ -CHaNR^SOaR^. -CHgNR^COR". -CH^N 
R»C0NR«S02R\ -CH2S02NR»C0R^°x -CH^OCONR^S 
02R\ 5^b^V^-;K 1,2, 4 -;r=¥-y-S^TV->'V- 5 1,2, 
4_;^:j^^^c^:7^v/_;i,-5-5^::^X 1, 2, A-^TVT^J-fV-S-it^. 

20 1, 3-5^T\/Ui^>-2, 4-S^:*-X *fc»l, 2, 3, 5 

R^iiC i-6T;i/=3i^;v*}feii- (c i'-4T;i/=3pv» -r"^ 

R"{i7KmS. C l~4T;i/n:3!r5^. -COOHs C l-'4 7^;vn:^>>*;i/d? 
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R'tts (i)c i-er^v^M 

5 —m^ S v>ti=3®®j^^^. ^ 3 ~ 1 5 M — ^afe -5 v>tt= 
(m) l-'5i@CDR"«-?!mife$tfCV^S3&»$>SVN»gtfe©C3~l 5©^ 

10 ^fefiC 2~6T;i/=3!r— ;i'^*t>U 

R':feJ;lJfR»(i^n^n^UTx (i)zk^M^^x 
(fi) C 1 — 6 tr;!/:^;^ 

(iv)-COR". 

15 (v) l~5MCDR^2^•r•Si^^ttTV^^}&^^5:g)^,^{i^Sg|CDC3~l 5 ©^3^^ 
(vi) l'-'5fflOR"»7?g|^^nTV>-S*^*-5V>«:|Raife©C3-'l 5©# 

R «ii7jc^M^^fcttC 1 ~ 6 u 

(ii) C 1 ~ 6 

(iii) l~5M©R"^-eS^^^tlTV^^*^$)^V^{iM®^^©C 3~1 5 0# 

25 — ^abSv^ttH^©;^^ *fet*3~l 5M©#^> ^^fe^v^ti= 
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=-mi&^^^\t=M<o^mm. *feti3~i 5m©#^s 

* c 2 ~ 6 ;i/5£^t> b> 

5 R"t*. (a) C 1 - 6 T;V=ap;K (b) C 1 — 6 T;i/r3 df^i/^ (c) C 1 ~ 6 :p;V=¥ 
(d)^NDy>il^> (e)CF3. (f)S^Ty. (g)::^hn. (h)7K®^ 
(i)-COOR". (j)-NHCOR^\ (k)-S02R"^ (l)-NR^^R^^ (m) 
C 1 — 4 7';^^;^$»^V^(i:t^VT•a^Sl^^^t Af*^5SV^{*i®lfe0 C 3 
~7CD#3@^5g^^ (ii)C l~4T;^^;^fe5V^{*3^=3^VT•gm^^^TV^SA> 

10 ^^\,^\ii^m(D3^7mommimm. ^tc:mo)^^m. -coords 

-NHCORi\ -SOgR^s ^s^/^^±-NR^^R^ncJ:■^-ceil^i^^:v^S 
c 1 ~ 4 7;i/=3E^;i/5fe^*) u 

R^ntJkmmi^. ci-4t;v=^;k 7ai-;K 7 (ci~4) t)i^^ 

15 R^n* Cl ~ 4 T;V=3p;v<&^t) U 

R^=*5J;t>*R"{±^tv^taa[i:LTx TK^m^s ci~4t;v^;k y:^=-JK 
yzc=.j\/ (ci~4) r;i/^;i/%^t> u 
R"{± c 1 ~ 4 3i^;i/<£^t) u 

20 (ii)Cl~6T;V=^V>. 

(iii) C2~6T;i/'5rriV>, 

(iv) C2'-6T;V=^r-V>x 

(v) -o- (C l~3:r;i/:3E^i/>') > 

(vi) -s- (c i~3:r;i/^v» s 

25 (vii)-NR2°- (CI-ST;!/:^^^^) . 

(viii)-coNR2"- (c 1'-3t;v^u» x 
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(ix) - (C l~37';v:^v» -o- (C l'-3:r;i/^ix» , 

(x) - (C l'-3:r;i/^ix» -s- (C l~3 :r;v:?ri/» ^ 

(xi) - (C 1~37';V=^^» -NR^"- (C l'-3 7;i/^rV» ^ 
(xn)- (C l-'3 7;i/:^V» -CONR"- ( C 1 — 3 7';!/:^ 1^ » ^ 

5 (xiii)-Cyclx 

(xiv) - (Cl--4TJ]y^ly» -Cycl. ^fett 

(xv) -Cycl - (C l'-4 7;i/dp^» <&^t)U 

A^t»©7';^dp^>^ T^V^r— T;i/=¥-V>l±J^JlT(a)~(i)0gi^4*A> 

10 (a)c i~6:r;v^;K (b)C l~6:p;i/=i:Jf^^ (c)/ND>r>M^> (d)CH 

(e)CF3N (f)0CHF2^ (g)0CF3> (h)7j<^x (i)th*D:api^ (C 

R^Ujiimm^^ 0 1-4 - s o 2 (01 — 4) t^jv^jk ^tc\t. 

Cycl{iCl~6 CI — 6 TJVzi^->^ 0 1 — 6 

c 2 - 6 ;k c2'^6T;i^^—)w^\ti^>m^. ckFz^ cf3> 

— ^P43J:z;^s^7'y*^e>3®«^^:5^1~4<BK:«koTgi^l^nTV^S*>^ afe 

^ v>ti«ii^0 c 3 ~ 7 ^ feti 3 — 7 M (Dm^^m^mt) 

20 L.^ 

B3^ji c 3 ~ 1 2 (DMm^^^^^i^^mommm. ^ fctt 3 ~ 1 2 m(DMm$> 

R Cl ~ 6 C 1 — 6 r^pj,/^ Cl — 6 TJ]/^)i^9-:t^ C 2 

— 6 IP^lz-Sr -;K C 2 — 6 T';!/:^— ;k ^\u^>m^^ CHF2^ CFss — 

mld:0. l^fe{*2^**5U 
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5 Qt* 

(1) (i)- (C1~4T;V^V>^ C2-47;V^-V>*:fe«C2-'4T 
V» -Cy c 2> 

(ii) - (C 1-4T;1'=^V» -Z-Cyc3^ 

(iii) -NR=^R^\ -S (O) ^R^. iz-Tyf. -NR^'COR^\ -NR^^S 
10 OgR^'. :}3j:tJc-NR«C0NR"R^'^)*e>^®{itlSS^::J:o■Cgi^l^tlTV^ 

^ c 1 ~ 4 t;v^;k 

(iv) Cl~4T;V3:ipi>' (Cl~4) T;V=i:^rS^. -NR^^COR=^\ -CO 
R^. -OSOaR^x -NR='^S02R^\:i3<}:tJ^-NR"CONR^R"^y*e. 

15 (v)i~5is©R^''-r-ssi^n-c*5t)> 3&^o^®^t.ifflaoR'«»i*'^^-r^©i 

(vi) 1 ~ 5 R'°-e®si^ tiT v> s s v^^*^ss^fe® c s - 1 5 owm. 

20 ^^^N 

(vii) -T-Cy c 5s 

(vm)-L-Cyc6-U -L- (C3~6S^^D7';V=^;^) ^ -L-CH^ 
- (C3'-62/^DT;V^;V) . -L- (C2-4T;1/=¥V» -Cyc6- 
2:j3J:tf-L- (C 1^4:T?V^\y» ^-Cy c e-Sif^^Mi^fi^M (S 
25 c3~6i>'<^^T;v^;H±l--5^®0R^°c:«}:■^tS^fe^^^TV^%**$>S 
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(2) (i)y'^y:^->. 

(iii) t:KD^$^ (Cl~4) T;i/^r;K 

(iv) 0 1-4 ( c 1 ~ 4 ) t;i/^;k * 
5 (v)- (C 1-'4:f;i/:3pi/» -0-^>t?;K 

(3) (i)C2-'6:r;vdr^;K 

(ii) c 2 ~ 6 ;w 

(iii) 1 ~3#C\D^f J;oTSISl$ttTVNS C 1 ^ 6 

10 (v):::ihD^ 

(vi) -NR8«R'»^, 

(vii) -CONR«^R*'. 

(viii) -S (O) p- (0 1-4) 7';1/^-;K 

(ix) -S (O) p-CHFg^ 
15 (x)-S (O) p-NR^'R^x 

(xi) -o- (C3~6) r^i/^r— ;k 

(xii) -0-CHF2^ ^tait 

(adii) C 3 — 7 D T;i/=^;i'^^t> 

R^tfc?Klfim-?^> 0 1—4 7;i/=^;p> -SO2- (01 — 4) yjv^jv^tzit. 

20 C 2 ~ 5 T'S^;!/:^^^) U 

R2^{*7X^J^^x c 1~4 7';1/^;k 7 3i^;i/^3feji:7 3in;j/ (c l~4) 7 

R^43<J:tJfR*^t*^n^n^3i:bT> 7j<^M^> C1'-4T;WK Cyc4 
(C l~4:P;i/:J!r^» -Cyc4^^fcU 
25 R^^fiC l~4 7';i/=3F;i/^feiiCy c 4^^t3U 

R2'^i7JcmJIP^^ C l-'4r;i/=^P;K -0R2s^:fetiCy c4^tou 
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R«'liCl-'4T;WW Cyc4*:fe(*- (C1~47;V:^V» -Cyc 

R2«(i7k^M^s Cl-4 7;V:3e;K Cy c 4^fe{i (C 1'-4T;V^I/» 

-Cy c 45&^t3U 
5 R^(i C 1 - 8 T?^^)^ 0 1 — 8 7;i/:3 =3^ J/, 01-8 7')V^)^^:t'. /nd 
-ifVM^x CF3. 0CF3^ SCF3> OCHFa^ SCHF^. tK 

S^T^. -bD> -NR^^R^\ -CONR"R'^ 02- 
5r^;K tb'P^^^ (0 1-4) 7)V^JV. Cl-4T;v:3^i^ (Cl~ 

4) t;i/^;v. c i-'4r;v=3p;i/^^ (0 1-4) 7;i/=3p;k - (0 1-4 
10 -coNR=^R"^ -SO2 (0 1-4) t;v^;k -nr^'c 

0- (ci~4) t;v^;k -nr^^so^- (ci-4) 
>f;K :r=3pv. 0 3-^7 commmm^. 3~7M®^m*^^ - (ci~ 

4T;1/:^V» -NR^^R^^ -M- (C3~7<D#^^^) ^tcit-U- 
(a) C 1 ~ 6 (b) C 2 ~ 6 r;V>5r -;k (c) C 2 ~ 6 t;P^-;K (d) 

ci-'6r;v=i=^^> (e)ci~6T;v=^;v5=-:r> (f)>'^D'y>ii^^ (g)CH 

(h)CF3s (i)^^D^ (k)7j<^ (l)T^y ; 

20 Mli-O-x -S-> C1~4t;1/^V>> -O- (C1-47;1/=3!^V'» 
_^ _S- (C l~4:P;V=3rU» -^ - iCl--4T)V^\y» ~0-^ 

25 C y c 2 1 - 5^CDR»°IC J;■:?tg^^l^^^"CV^^*^$>^ V>»SRSIg|0C 3 
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Ztt-O-s -S (O) p-> -NR**-. -NR^CO-> -NR^SOz-^ 
-NR^- iCl"-4T?V^U» -S (O) p- (C 1-'47;V=3FV» 
-^ -O- (C2-'4T;I/^1/» -NR2»C0- (C 1 — 4 » ^ 
5 Sfctt-NR^^SOa- (C l~47';i/=?PV» %^fcU 

C y c 3 » 1 - SffiKDR'^tC J;oTgifi|;^IXTVNS*^^S VN»«WiS|CD C 3 

10 Cy c 4^*l~5^©R"°tc:J:o■rBife^tt■rV^^i=»fe^V^^i^g|CDC3 

Tfi-O-. -NR^-^ -O- iCl^A7')V^V» -S (O) p- 
(C 1^4T)V^]y» ^fet±-NR2*- (C 1-'47^;P^V» 
15 tDU 

C y c 5 1 — 5 ^CDR^'^ic: J;c>T«igl$n-C 3iJ^$»-g> V^tiMei^0 3 ~ 

Ltt-0-*fc{*-NR^-^^*5 U 
20 Cy c 6 - l^*>^^^n^@Jy.±©R^°■e«^^tVTV^57:n^;|/S}fc^i;^>S^ 

Cy c 6-2t±. l-5^H®R^^3J:o■rffift*^^TV^;S**a5SV^^*^R|g^g|® 

c 3 ~ 6 (DMmmm^mt) b^ 

Cy c 6-3H:> l~5ffl©R^{3 J:o•rg^fe^tl-CV^:5*»feSV^^iMgm© 
25 C 7 ~ 1 5 CD#^. b. 

R^:feJ:TJfR**ti^ix^n^jtbT. tK^/I^. C1~4 7^;I/=^;K 
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Di*. (1) m^Mi^^ ^M?. fmm^^^tmnm^ti^^MUfy'^m 
j^ti^o-c. - (CH2) yiii~4^^fc-ro ) ^mm\.x% 

v^-ct)J;<^ *fe^MM{*i-'2 0M©R^°-cBm$^TV>T%)J:<^ ^e>l^ 

- (CH2) y-«?f^^b-c*)<J;v\ 
R«(i, {a)ciST;v^)K (b)C2~8T;i/^-;w (c)C2~8T;v=ii^ 

;i.r3ifi^. (i)C2~6T;i/^-;V:^^^>^ (j)C 2-6r;V=^::^;V:^=^^>x (k) 

0CF3. (i)-s (O) p- (ci-6) (m)-S (O) p- (C 

2-6) T;ver^;K (ii)-s (0) p- (C2~6) r;v=3^-;K (0)02-- 

5T>>;K (p)Cyc9. (q)Cl~4T;V=»:^iX (C1--4) T)Vzi^^^. 

ir)^su^>m^. CF,. ocF3> :^^»x ^>'r^^ ci~4r;n3dfs/. 
-s (o) p- (ci~6) t;i'^;k cy c 9. *3J;t)^c i~4t;v3i^5^ 

12 
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(0 1-4) 7;l/3:^$^^^e»M«^^ssl*fett2<iT•gife$^^Tv^sc 1 

2MOR'•»l*•€•tl^,*Si®'&b-rv^SJas^m©M^^i:— i^i3:feoT>C3~l 5 

^^y'uM^^ 1 *fe{i2^'^^fr-r-s 3~ 1 dmo^m. =M^^\^^i±=m 

4 7";P:3:^i/^ C2~5 7'S^;K SOg ( C 1 ~ 4 7;i/=aF-;i/) ^ 7ai— ;k :J3 
J:tjf7ai^;i/ (Cl~4) 7';i/=^;i/^f,3g«tt-5^1~3^fflT*gm^tvTi> 
10 T%J;v\ 

C y c 9 1* 1 — 5M©R"-??^^^^TV^Si&^$>■5V^^iiSg^feO C 3 ~ 6 CD 

r^M*ci-'4 7';i^:^;k ci~4 7';m^s^s c i--4:p;i/dF;^^:^-^ ci 

--4T)V:n^ty (01—4) :p;1/=^;K ^^D-5'•>|jiT, CFg. OCF3^ S 
15 CF3. 7j<^S^ £^T^s yt-^;i^5,)K C2~5TS>';v. -SO2- (Cl~4) 

T)v^ju^ -NR23CO- (ci~4) t;i/=3p;k ^^y-Y^i/^ifett^i-^^vs 
R^t*. (1) ci~6:f;i/:^;k 

(2) l~5M®R^T'«il^^^■tV^:S**$>SV^^i^«m©C3~l 5©#^^ 
20 -^fe^V^{±H^©j^m^. *fe»3~ 1 5M®#^x — ^^■SV>ii=^© 

R«tt> (a) CI — 6 (b) C l — 6 7;V=3=3pS^s (c) Cl — 6 

id)/\xn^>m^. ic)t^Ty. (f)CF3. (g)CHF2. (h)OCF3^ 
(OOCHFzx (j)SCF3. (k)-NR^^R''\ (D-SOjR^. (m)-NR" 
25 COR^\ (n)7j<^^ (o):^^V. (p) CI ~ 4 :F;i/rr:^e^ (Cl~4) T';!/ 
(q)CyclO> (r)C 1~6T;V^^>-Cyc 1 0. (s)-CO-C 

13 
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10 



15 



yclO. (t)-W-CyclO. («)- (C 1-^6T;V:^V» -W-Cy 
clO. (v)-W- (C1~6T;1/=^V» -CyclOs tfcli(w)- (C 
1~6T;V^W» -W- (C1'-6T;1/^V>') -Cycl0^^t)U 

(a)Cr^4T;V=^;K (b)C2^5rS.;K (c)C1~4T;V31:¥5^. (dVN 
n>f>M^> (c)7lcms. (f)::^hP. (g)^>:?'^^ (h)T^>. (i)CF3. (j) 

0CF3. 

^{^_0-. -S (0) p-*feli-NR'«'-*^t>U 

(2) ^n?>®Sm*^- ^^'^ 

(3) ^n?>**«^^^"^^*^^^^J^^'^^° 



20 



25 
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^y^-j]/^ :t^^j\^^xv^iiti^(Dm'^Si^ 

^^I8{c:j3v>-c> C2'-6T;b=3E^— ;k rntf— ;k :7 

:^f^miz:js\f^X. C3~67';i/=^F:=.;i/abTJ*:rntfr:;K ;k 
15 2|s:^0J^c:*5V^T^ C 1— 4T;i/:=mr^i: LT«^ Jih^^S-^^ 

5j<=^^x '^>'5^;i/:^^r$^> ^=^t^JVyi-^->^ :t 

15 
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-^^MM-iC. ^>9->\^1-i^. ^^i'>V9-^. 

5 *5iwc«vNT. (c 1-4) r;v#;vi:uttt7.=;v^*M 
*f8^9c«v^T. ci~4t;v=*-> (ci~4) r;v#;vtutt±, M 

:.h*S.^9^;K xb*->-x^;K :r(.*->rPtf;K r-.h^S^^e^^K r 

*»<c«v^T, ci~4t;v*;^?* (ci~4) r;v*;vtuti±. 

^*:r^;K :r:?.;i.?^;^-^?-;w x5^;v**rDt;;K 
:r.9-n,^*7^>v^ rDK;v^*^^;w J^^-^^'^ 

xh*->^h=*^-X xb*->x xh*->:ro**->- 
25 x;k xh*->*;vt<x;v. ^q#*->*;v*x;k :rb#->*;>.*x;p* 



15 
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3|5:^^fc::feV^T^ C2~6 7;i/^— V>aibT»*> ^»t» 1 ~ 2 iiCD "fiiSg 
^<fe*-rS3^f=-W>^ ^'Jp«5^^>^ 5^h^p«5=-V>> ^ 

:*:^^lc:43V>T> C 2- 6 7';i'=^-l/>^ bXf*. 1 ~ 2 fScD =S^ 

-a-swrsj^^^>> h';^^^>^ T^h^p^^^vv^ ^>^^5=-P>> 

15 Ifimiif^fl^o 

20 i'^D^y^^^ $/t5^D^^-y->^ $^^D^>7=^>^ 2^^D'\^-fe>^ ^> 
S^i^Dy^^^^ 5^^n^>^>> S^^D^^t^>^ 5^t^7D'^>'7^>^ ^^'D 

17 
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w 



■i^>^ TM'^P^. 1^pU5^>x lfDU>^ ^ 

5 i^^\;-;k hU7'\/-;K 7^h^V-;K t^u^:^>> i^u 

t:^us^>> i^^^s^^x ^;^3^U>^ 

10 m«x 'rv^)p>. T-if5^i?>x i^oui^>x >f^^^y';$^ 

18 
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^tJ^yyx -f ^^yus^^-x i^^yux i^^i/ux i^d— ;k 

10 $/^D^>^>x i'^^D-^:^+^>x S^^'D^lT'^^x i^^?n^>5^>x 
15 iJ^y. ^a^^J^^-x l^DUi^^. tfDU>x -f^^J^VUVx ^iS^VUS^Vs 

;w bury— ;k ;k trus^>x tru^s^v, tr^s^v, t:^ 

U5^>. tr^^s^>x ^;i/7t^U>. >x br^v, 5^:^t:^>x 
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^ww^^^^z-M ^>^>^t:7>>^-;K -^>\;hyT^>^-;K 

:$:f6Wfc*3VN-C> C3~l 2©#^^fe^W*-^®i^^i^t*> C3~l 

«^ s/^a^n/^>> J'^n:r^>> $^i'n'^>3^>x :^/^n^:^1?->. 2^ 
>>^p^>7^>> S^^D^:3s^-bv^ i/^xi^y=T^y. 

-{^-y^^y. T^h^M-f h'0:^7^V>s TXl/ 

TV^yVy^ ;r=^i/^>> 5^-f^>s :r=ir-fe^>s ^ 

v^-^U-^y^ 

20 
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h:^^i^>^ ^)V:^V>^ 5=-:t^;i/5tx i; >^ 5^:4- If T-\i\f>^ 

So 

9^^^ $^^D^>^>^ 2/':i7D^J^-fe>^ s^tJ^n^T'^^v^ -f> 

>s br^u^>^ tr^^i?>x ^;u3itu>x u >s br^>^ 
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*^B^l^43VNT. ^^^^ ^^^43<J;tm^M^*'^31«n 

■^:&^^-CV^T % 0; < . *fciS»f* 1 - 4^©R*°T-ffife$nTVNT % 
(DhX^XXt. m«-C (R^) u-> -G-^ -C (R^°) u-C (R*') u-^ 
-CH=CH-. -C = C-. -G-C (R**) -C (R«) .-G-^ - 
NHCO-x -NR'^'^^CO-. -NHSO2-. -NR^°-^S02-. -CONH 
-CONR*°-^-^ -SO^NH-^ -SOzNR^"-^- u{±Os 1 

*fr(±2^^t)U G{*-0-s -S-s -SO-. -SO^-^ -NH-^ 

-s (o) p-c i~6t;i/^;v> -s (o) p-c2~6T;i/^- 

;W -S (O) p-C2~6T;1/=^-;K C2~5TS^;K Cyc9. ^fcl* 
MP'y>iI^> CF3^ OCF3X 7j<^ Cl~4T;V=r=^5/s -S (O) p 

- (01-6) Cy c 943i:t5C l-4r;vnd(^5/ (Cl-4) 

1 * 2 v^?» c 1 ~ 8 t;v^;k 

'&:&-^^•T!V^T J: < s *fe^Mtt 1 ~ 1 2M® R''"C♦M^^I$n-CV^T% J: 

- [C (R«) J 3-. - CC (R^°) J 4-. - CC (R-*") J - CC 

22 
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(R"°) J e-N -CH=CH-C (R^) -CH=CH- [C (R«) J 2 
-C (R*") „-CH=CH-C (R^") -C (R«) u-CH = CH 
- [C (R*°) J 2-CH=CH-. -CsC-C (R«) -C = C 

- [C (R«) J 2-. -C (R*°) ^-C = C-C (R«) -C (R*°) ^ 
5 -C = C-. - [C (R^°) J 2-C = C-. - [C (R"") J 

- EC (R«) J 3-G-. - EC (R^°) u] 4-G-. - EC (R^°) J 6 
-G-s -G- EC (R*o) J 2-. -G- EC (R«) J -G- EC 

(R**) J 4-x -G- EC (R«) J 6-x -E-C (R*») -E- EC 

(R^°) u] 2-s -E- EC (R^*") J 3-^ -E- EC (R*°) J 4-^ "C 

10 (R«) u-G-C (R"") -C (R^°) u-E-C (R^°) -G-C 

(R*°) u-G-^ -G- EC (R^») J 2-G-. -G- EC (R«) J 3- 
G-. -G- EC (R-") J 4-G-^ -G-C (R^°) u-E-. -G- EC 
(R^) u3 2-E-s -G- EC (R*«) J 3-E-> -G-C (R"") «-E 
-C (R'"') -G- EC (R^°) J 2-E-C (R**) -G-C (R^) „ 
15 -CH=CH-^ -G- EC (R-"") J 2-CH=CH-^ 
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H H H 




(^p^. Ett-NHCO-. -NR*-CO- -NHSO,-. -NR^'-^S 
0^_, -CONH-> -CONR*°-^-. -SO2NH-S -SO^NR*"-' 

:*:^i9^c^V^t. ^M^. ^M^> J^tm^M^^^^^t^ 

^g-^:&^^-cv^-c % J: < . ^fc^mt 1 - 2 oM©R--eiam^titv^-c * 

10 - [C (R«) J - CC (R-) J 8-. - CC (R^°) u3 - CC 
(R«) J .0-. -CH = CH- EC (R-) J - CC (R-) J 5 
-CH=CH-. -C=C- [C (R«) J 6-. - CC (R^°) J 6-C = C 
- [C (R-) J - [C (R-) J - [C (R«) J 8 

-G-. - [C (R«) u3 u] 6-^ -G- CC 

15 (R-) J 7-^ -G- CC (R-) J s-s -G- CC (R-) ul e-^ -E 
- CC (R«) J 5-^ -E- CC (R-) J 6-. -E- [C (R-) J 7-> 
-E- CC (R-) J 8-> -C (R^°) u-G- CC (R«) u] 5-. - CC 
(R^°) J 6-G-C (R^°) u-^ -C (R^°) u-E- CC (R-) J 4-^ 
_ [c (R*°) u] 4-E-C (R*°) u-> -G- CC (R*°) u] 6-G-s 
20 -G- CC (R-) J a-G-. -G- CC (R-) J 7-G-. "G- CC 
(R^°) J 8-G- -G- CC (R«) J 4-E-s -G- CC (R-) J 6 
-E-. -G- CC (R-) J e-E-. -G- CC (R-) u3 7-E-. " 
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G- [C (R«) ^] 3-E-C (R^°) -X -G- [C (R*°) J 4-E-C 





0 

0 


0 

0 — 

\ 












\ 









T^^^, Y^^^. Y^^^, 






mi^ (E. z. . ^^mmo^tEmizx:s>mitfi^ (R. 
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5 [I] n*si*feJ*2-^&t)s 

Q*s, (1) (i)- (C1'-'4T;^^^>^ C2'>'4T;i/'Jr-V>**:t±C2 

~4r;w=^— V>) -Cyc2s 

(ii) - (C l~4T;i/=3pV» -Z-Cyc3. 

(iii) -NR-R-. -S (O) pR». ^>Ty. -NR-COR-. -NR-S 
10 0,R". ^^-{i_NR«CONR^R^^^-J:o-t:g^^^^-Cl^SC 1-4^;^ 

(iv) Cl'-4T;i.ri^^> (Cl~4) T;V=J^^X -NR-COR-. -CO 
R«. -OSO,R». _NR^^SOaR^«^^J:t>--NR-CONR^^R^^:i)^^^ 

15 (v) l~5ffi®R»-C-S^$t^t:33»)s *^0^©dt. l^©R«°M^-r^© 1 

(vi) l-'5^©R^°-^?^^*VtV^S^PfeSV^^±^g^0C 8~ 1 5(Dmm. 

20 ^MM. 

(vii) -T-Cy c 5. 

(viii) -L-Cyc6-l> -L- (C2'-4t;i.^V» -Cyc6-2* 
fe»-L- (C1~47';V=^V» q-Cyc6-3t*^D^ 

D*s. (1) j^M^^ MlllS^s mmM^:feJ:tf?i^^lS^*^e>^«^«J^ 
25 ^l*fcl±2M*^^^2.»SSmi?^t)^ 

26 
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(2) i^i^^x ^M^> m^m'3^^^xmMm'?ifi^mi£ti^M^3-^ 

5 R^''i;-^tc:«co-c- (CH2) y- yii:l--4^mt>To ) 

Q*s> (2) 

10 (iii)t KD:api/ (c 1~4) 7';i/=3p;K 

(iv) C I~4 7;i/I3^2<' (Cl~4) yjv^^jw *fct* 

(v) - (C l~4 7'>^V^rV» -O- (C 1^4 7';i'^r^» -CycT-^^ 

^tzm^m^P. R^*SJ^^^-tV^SM^t:g^ftbTV^SRm. R^OHISIS 
•e^5R«^— j^tc;Q:ot- (CHg) y- (^tfs yttt~4*^fc"ro ) 

20 [ni] n*si*fett2T-fe^)^ 

QA*^ (3) (i) C 2 ~ 6 7';i/'5r -;k 
(u)C 2~6:?';i/^^;k 

(iii) 1 ~ 3 ffl©>'\n>f >M^(ii<fco-rfiife^n-rv'>s c 1 ^ 6 7';i/=^;k 

25 (v)— h 

(vi) -NR3''R'*^ 



27 



PCT/JP02/08120 

WO 03/016254 



10 



15 



(vii) -CONR^'R'*s 

(viii) -S (O) p- (0 2-^4) 7)V^=-)\^. 

(ix) -S (O) p-CHF2^ 

(x) -S (O) p-NE«»R"s 

(3ji)_o- (0 3-6) r;w=^->'K 

(xii)-0-CHF2x ^fdt± 

(xiu) C 3 - 7 ^ n r ;v=^>'vt' D > 

^> 
[IV] ni^O-C$.Dx 

^m*. R3*.^b-CV^SM?^^11^febTV^^R-^i. r^cd«^»t^^^ 

(CH.) y- yi±l-A^»i^To ) 

[V] n^E^o. I^fcii2-e&f3s 

Q*.. (1) (i)- (ci'-4r;v:^v>. C2'-4r;V^::^V>*fe(iC2 

— 4T;V=^— -Cyc2> 
25 (ii)- (ci-4r;v=^vv) -Z-Cyc3. 

(m)-NR-R-. -S (O) pR". ^>Ty. -NR-COR^^ -NR"S 



20 
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(iv) C 1~4t;1/=3^S^ (0 1 — 4) 7^?u:3^S/^ -NR''''COR*\ -CO 
R2\ -OSOgR^s -NR2«S02R'^43J:z;f-NR2»CONR2<R2S}ipe>3S 

5 l:^ti^Ms 

(v) l-5<@©R»°T-g|g|$nT:fee). lM®R^*ttjeS''r«® 1 
lfi[|il^©fiiSt^Sife bX V> S C 3 - 7 ©^^^^, * J* 3 - 6 M CD#^ 

(vi) l~5^c?)R«°T•g^fe^tVTV^^^^$)-5V^^*^«|©C8~l 5cD#^s 

10 ^ \.^it^m<Dmmm^ ^ 7 - 1 5 m ©#3®, -^25 v^»=^© 

(vii) -T-Cy c 5^ 

(viii) -L-Cy c 6- Ix -L- (C 2 ~4 T;i/=3pl/» -Cyc6-2^ 
fe«-L- (C l~4 7';i/=3Flx» q_Cyc6-3. 

15 (2) 

(iv) Cl-'4:7^;i/n^r^ (Cl~4) T^V^r^K 

(v) - (Cl~4r;i/=^U» -O- (C1~4T;I/=^1/'» -Cyc7. ^ 
20 fctt 

(3) (i)C2~6:r;i/>5r^;K 

(ii) C 2 ~ 6 

(iii) 1 - 3M®^ND>;'>M^fc:«fcoTmiSl^tb-CV>S CI — 6 T;mr;K 

25 (v)^hn. 

(vi) -NR^^R^x 
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(vii)-CONR^R"N 

(vni)-S (O) p- (C2'-4) T;1.=^--'K 

(ix) -S (O) p-CHFzs 

(x) -S (O) p-NR»»R^ 
5 (xi)-O- (C3~6) 

(xii) -0-CHF2x 

(xiii) c 3 - 7 ^ tJ \) X 

^e,^3B^m*R^*^M^l'tV^SM^^3g^b-CV^SRm. R^©H^a 
-C-feSR-i:-^l^'9:--C- (CH.) ,-^r.fiKb-C*>^V^^'^i^^^f ^ 

KlfB [m] T'^^^tiS^b^*. D*^-NR-^CO-^fc{i-N 
^ R40-2CS- R^'^^liHx ci~8T;v=^;v««t)^o ) t-^D. is^ 

SyTy*fcl*^bt^-t'$>§^. AJi(i)mM^. (ii)C1^6T;W:'Pl/>. (iii) 
C2-'6r;V^-V>^ (iv)C2-'6T;i/:^::^V>> (v)-0- (C1'-3T 
. (vi)-S- (C1~3T;V:^V» . (vii)-NR-- (Cl~3 
20 T^V^VV) . (viii)-CONR"- (C1^3T;V=^V» . (CI 

^3t;p^i^» -o- (ci~3r;i.^v». (x)- (ci~3t;v:^v 
y) -s- (c1'-3t;v^v» . (xi)- (c1'-3t;v:3,v» -nr- 
_ (ci'>'3r;v=^v»s (xii)- (c1'-3t;v^v» -conr"- 

(C1~3T;V^V». (xm)-Cycl. ^fcti(xv)- C y c 1 - (CI 
^fc. mllB [V] f^^^ns^b^*. D*»-NR-^CO- (CB-^^S 
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-*fett-NR^°-2CS- (C 5 ~ 6 » -"^afeDx & 

4' C 5 - 6 7;W=5F ]y >©J^^^*^tfeiO^^ 25 S C 1 — 6 S^T?g 

1 ~ 6 :p;i/=jp;k s^T^y' ^fett^ ^D-^$,s^^ Att(i)#M'a-v (ii)ci~ 
6 7;i/^ix>^ (iu)c a — eT^p'j^^i/'^^ (iv)c 2-'6 7';i/:3ir^i/>s (v) 

-O- (C l'-3 7';k:^^» ^ (vi)-S- (C 1~3T;1/#V'» X (vii)- 
NR^*- iC1^3T)V^\^»^ (vm)-CONR"- (C 1 ~ 3 . 

(ix)- (c i~3:p;i/:^v» -o- (c i-'3t;v:^fv» . (x)- (Ci 
~3:f;i/:^^» -s- (c i~3t;i/:3pw) , (xi)- (ci-st;!/^ 
ix» -NR20- (c i~3:p;1'^1x» , (xii)- (ci~3t;i/^^» 

-CONR^^- (C 1~3T;1/=5P1x» . (xiu)-Cycl. *feJi(xv)-C 
y c 1- (C l~4 7;i/=¥V'» "C^^So 
*fex [I] -tJ^^^^ttS^b-a^fx J:^?^ff*UV^©^i. 
[I-l] n*s 1 ^fe{±2-e^D. 

Q*s^ (1) (i)- (C l~4 7';mrV>x C2-'4 7;i/'^n^>^fc{±C2 

~4T;i/dp— V» -Cyc2s 

(ii)- (C l'-4T;Vdpu» -Z-Cyc3. 

(m)-NR**R25, -S (O) pR2«, ^TJ^ -NR"COR2\ -NR^S 
02R^^ *fe{*-NR2^C0NR2*R2siz:J:oTetfe^^x-rv>SC 1 — 4^;^ 

(iv) c i-'4:p;i/=j^$^ (ci~4) -nr^^cor^^ -co 

R^x -OSOaR^x -NR23S02R28:j3J:tJf-NR^CONR"R2«'A*^3® 

(v) l~5^@©R^°T-Bil^tVT*3Dx ;{)*0^(Ddt> 1^0R^°ii<^5.-r^© 1 
ttfet^OffegKlS^^ UT C 3 — 7 CD#^^^. 3 - 6 
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(vi) 1 5 {0® R'°-e«^^ nt v^ s s c s 1 5 (Dsm. 

(vii) -T-Cy c 5^ 

5 (viii)-L-Cyc6-U -L- (C2~4T;v^VV) -Cyc6-243 

xv^-L- (ci~4t;i/^vv) q-cyc6-3*^e>M«ti**-e«>?>> 
Di)s. (1) mmm^. ^mm^^ mmm^^^-c^mMm^ii^<^M\£n^m 

10 ^feJ^tJ' 

[1-2] n*si^fe}*2T-^t)s 

QAS (1) (i)- (C1^4T;V:^V>. C2'-47;i.^-V>*:fe«C2'^ 
47?;Vdp-V>) -Cyc2x 
(a)- (C l~4r;i/=3pv>') -Z-Cyc3^ 
15 (iii)-NR-R-. -S (O) pR-. -NR-COR-. -NR-S 

O^R'\ ^fe{i-NR^''CONR"R^=i^J;otS*^^tutVNSC 1'-4T;V 



'2 



(iv) Cl~4T;vr,if^> (C1~4) -NR-COR-. -CO 
R- -OSO.R-. -NR-SO,R-*3J;tJ^-NR-CONR-R"A^^® 

20 

(v) i~5^®R-X'«m^nTd3t). lP©R-^i'i^■rm© i 



25 
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(vii) -T-Cy c 5x 

(viii) -L-Cy c 6- 1^ -L- (C2-'4 7';i/:^V» -Cyc6-2* 
fe«:-L- {C1^AT)\^^V» q-Cy c 6-3ie&>)s 

Tiifi. (2) mmmi'^ ^m^^ mmM=ir:^^tfmmm^iy^^M\^f\^^m 

-^&:5R«i:— j^K:«&^T- (CHa) y- y{± 1 -4 S^fc-To ) 

(ii) C l-'4 7^;i/#l^>x 

(iii) C 2 ~ 4 U >^ 

(iv) C 2 ~ 4 :f;V:35v- 1/ >^ 

15 (v)-0- (C l~2T;i/dpV» , 

(vi) -s- (c i-'2 7;i/^v» . 

(vii) -NR2°- (c i-'2r;v=3pV'» ^ 

(viii) -CONR2i- (C 1-'2T;1/=^1/» X 

(ix) -CH2-o- (ci~2r;i/^ix» X 

20 (x)-CH2-S- (C l~27';i/=^V» . 

(xi)-CH2-NR2°- (ci-2r;i/=^i^» . 

(2di)-CH2-CONR2^- (C 1~2T;1/^1^» . 
(xm)-Cy c Ix 

(xiv)- (Cl-'27';i/^V» -Cycl. 
25 (xv)-Cycl - iCl'-2TJV^U» ifimi^^tl^o 
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10 



-O-CH2-. -O- (CH,) -CH,-0-CH,-. -S-CHa 
-S- (CH.) -CH3-S-CH.-. -NR--CH.-> -N 
(CH.) -CH.-NR--CH.-. -CHa-7:n^;K -C 
0NH-CH2--C^*o 

^mm^h^^mt^-r-m^ (i) «^*bv^Bm. C3~i20# 
^iiv^/^itiiimomm^^^mr^ 3^12 M©#^fesv^{±_^0 

>^>. iy^u^^^y^ ^>^p-.r^Vs i.^p-^v^>. s^^n-s^^ 
X s/i^n^r^v. -fvyv. 

7Wb-p:^7^V>s TXVV. TS^Ui^V. :t^^>^>. ^-f^Vs 
5=-5?>. :r:^-fe^>. IfPUi^V. tfP U >> ^^TVUV. 

tf-^^S^V. ^;v4.u>. ^:4-^;i/'i^u>. 

25 ^ o 

34 
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X S^^D^>7^>^ i>^^xn^:3f-\z>^ ^>^f>^ -r>7=>> ±y^u>^ 
ttx i^t;7D^diit>->^ '^VHf^'x -r'>7=>x ^>i^>. y^h^ 

^^^'fb-^^^tJt-— iissc (I) ft*. ^ff^bv^Qtb•rt±x 
(1) (0- (c i-'4:p;mrV>*;fe:«C2~4:7';i/er^u» -Cyc2. 

(ii) - (C 1-'4T;1/^V» -Z-Cyc3x 

(iii) -NR"R^^ -S (O) pR2». S^T^s -NR^^C0R2\ -NR"S 
OzU^^ ^fc^i-NR23C0NR24R25^c:J:c>Tg^^^^-t^^SC l~4 7;i/ 

(iv) C 1~4T;1/=3=^S^ (C1~4) T;V3=3|r5^x -NR^COR'^\ -CO 
R2»s -OSOaR^'x -NR2=SOaR=^«:feJ:IJf-NR2=CONR"R2«*^if>3g 

(vi) 1 — 5M<^>R'°-e«^^l^nTV^5^*&SV^^±^SI»^CDC 7~ 1 2 0.^x 
=M(OmM^ 7 ~ 1 2 I13^©«I8^ 

(vii) -T-Cy c 5x 

(viii) -L-Cy c 6- Ix -L- (C3~6$/^n:r;i/:ap;p) ^ -L-CHg 
- (C3--6->^U7^;V^;\y) , -L- (C2~4 7';i/=3PV» -Cyc6 
-2 j3j;t/f-L- (C 1~4:p;1/^1/» q-Cy c 6-3*^^sa!n'S^ 
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(2) 

(iii) t K P ( C 1 ~ 4 ) T?V^)K 

(iv) C l~47;vn^S/ (Cl~4) l^tzit 

5 (v)- (c i~4 7;i/=3F-v» -o-^>i^;K 

(3) (i) C 2 ~ 6 r^V-^r-^K 
(ii)C2-'6 7';V^-;K 

10 (v)— h On 

(vii) -CONR'^R'^> 

(viii) - C y c 8 5> o 
^^F*bV^Q|^'.Cyc2t*l~5M©R»°^cJ:o-CM^^I^t^-CV^S*^fei>V^ 

15 i^mmmcD c 3 - 1 2 omn. rM(^mm-m. i ~ ^mommm'i'. 

1 ~ 2-|@CDm^MT*5iI>V^:^c:l± l^©Wll^*'^W-rS a- 1 2M® 

y^u-oi'y. z^i7X2-^^Vri,. i/^D-NT-^v. y^n-oy^y. y^ 
X3^^^>. y^u-^ry^y. ^y-^y^ i-y^\^y^ ^>^5^y. 

20 v^b^^N-f FP:?-7^VV. TXVVn it^^^^y. 

TWP>. ;r=^-te^>s tfPUS^X liPU>N -r^^^/UVs 

>f ^^r^/US^>> t^^yUV-. li^yUVs 7^>N 5^:^7x>'. tfP-;K 

-;v. \f^^J-)W hUTV-M l^Ui^>N li'MS^V. 

25 l^^i^>N If^Ui^X li'^.^i^Vx ^:^^;V'^U>s t!^>s 
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hu:rv^-;K l^y:^>^ tru^5^>> t:^s^>. if'^^s^v. 

C y c 3 1 - 5 j@© R«>l:: <fc o T»^^ ^r^ :S 3&^2& V>liitMtfe(0 C 
3-1 2 ©#^, -;^©^^ *fe^*l-'4M©^M^^ 1-2^©^ 
^^:feJ:i;f/*fct±lM®®^JP^<£-^#^S3-'l 2M©^s 

>^5'>^ S^;i7D^^t>->^ S^^J'D^T*^^^ $^:57D^>7^>^ i^tJ^D^^r-fe 

>'W :pXV>^ T^S^US^^-s ;4-^S^^>x 

:r=^'fe^>> b:DU$^v> trDU>. ^r^^i/ux -f 

^y\/y5^>> i^^^/u^x :7^>, 5^:^:7 ifn— ;k 

i^'^^^^, 5^a^^;^^^c u x t:^>. 
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J:t)*f^bVN0i*> i/<?P7-D>'1>s 5/^D^^-y->N ^>^^>N 
-;K ^T^J-)K >f^^V-;K li^y-;K hUT^- 

c y c 5 » i~ 5-^i©R»°^^«totg^^l$^^Tv^%***sv^^*^iRg^fe© 1 
*t- s 3-12 mo^m. r-MomMmtm^ u < . mmnzitrt^ u 5^ 

:r^$/7Vx ^^7>. T^f^i^y. ;r^'fe^>'x l^n'Ji^V. 

>f ^^^/-^K i^^^z-^'K h';T^/-;K 7^b7V-;K 
tfuy>. i^u^i^Vx \^-^Vi^>. tf-^^5^>> ^;v7i>tj>, 

;k -^y-J:^^"^^^-)^^ ^>y>f^^v-;K -^vyi^^v-M ^>^>^ 
Hu>, 1, z-t^^^^^y^y^ ^xi-^y. -fv^ox'v. ^^Ui^. 

^:py-;K -r^^^^^-^K if^^/-;K hU^^y-;!/. i^us^Vx 
Y.^)KVy. \i=7Vy. li^^^Vx ^fVK-^'K ^y^MX 
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^mmib-^^miDT-^ (I) »*bVNDi:bT{*s (1) 

-CH2-^ - (CH2) 2-x -CH = CH-s -C 
= C-. -0-. -NH-. -CO-. -O-CHa-. -CH2-O-. - 
CONH-. -NHCO-> -NHSO2-S -N (CH3) -SOg-. -S 
02NH-*s^t:f^nx 

( 2 ) i^m^^ ^m^. w&miF:is^xmMm^t(^^mitti:s>m'^ 3—6 
mifi^^^i^mom^^. - (cHa) 3-s - (CHg) 4-. - (chz) g 

-s - (CH2) 6-^ -CH = CH-CH2-. -CH=CH- (CHg) 2 
-s -CH=CH- (CH2) 3-^ -C = C-CH2-N -CSC- (CHg) 2 

-C = C- (CH2) 3-x - (CH2) 2-O-. - (CH2) 3-O-. 
- (CH2) 4-0-s - (CH2) 5-0-s -O- (CH2) 2-x -O- (C 

H2) 3-> -O- (CH2) 4-s -O- (CH2) -O-CH2-CH 

(R^) -O-CH2-CH (R^'") -CH2-X -O-CH2-CH2- 
CH (R*o) -0-CH2-CH=CH-. -O- (CH2) 2-CH=C 
-NR^'- (CH2) 2-. -NR^<^^- (CH2) 3- -S- (CH2) 2 
-^ -S- (CH2) 3-> -SO2- (CH2) 2-^ -SO2- (CH2) 3 
-CH2-NHCO-. -NHCO-CH2-X -NR^'>-^CO-CH2-. 
-NHCO-CHR^°-. -NHCO-C (R«) ^-^ -NHCO- (CHg) 2 
-> NHC0-CHR*''-CH2-N -NHCO- CHa-CHR*"-. -NH 
CO-CHR*°-CHR«-. -CONH-CH2-> -CONR^^-CHg-. 
-CONH-CHR*>-. -CONH-C (R''") -CONH- (CHg) 2 

-CONH-CHR-'^-CHz-. -CONH-CHR^°- (CHg) 2-> 
-CONH-CH2-CHR''°-. -CONH-CH (R^") -CH (R*°) 



39 



wo 03/016254 



PCT/JP02/08120 



-NHSO2-CH2-. -NR*»-^S02-CH2-s -NHSOa-CH 
R4o_^ -NHSO2-C (R*") 2-s -NHS02- (CH2) 2-^ NHS 
02-CHR^°-CH2-. -NHS02-CH2-CHR«-s -NHSO^- 
CH (R^°) -CH (R^°) -X -SOaNH-CH^-^ -SOaNR^^-^-C 
5 H2-S -S02NH-CHR«-. -SO2NH-C (R«) 2-^ -SO^N 
H- (CH2) 2-> S0NH2-CHR^°-CH2-. -SO2NH-CH2- 
CHR*°-x -SO2NH-CH (R^°) -CH (R**") -CH2-O-C 
H2-X -CH2-O- (CH2) .-X - (CH2) 2-O-CH2-. - (C 
H,) ,-0- (CH2) 2-. -O- (CHa) 2-0-> -O- (CH2) 3 
10 -0-. -O- (CH2) 4-O-. -O-CH2-CH (R") -CH2-O 
-O-CH2-C0-S -0-CH2-NR^°-^-> -O- (CH2) 2-N 
R4o-i_^ _0- (CHg) 2-NR^°-^-CH2-. -O- (CH2) 3-NR^°-\ 
-O-CH2-CH2-NHCO-. -0-CH2-CH2-NR^°-^CO-. - 
O-CH2-CH (R*°) -NHCO-. -O-CH2-CH (R«) -NR^^ 
15 CO-. -0-CH2-CH2-NHS02-S -0-CH2-CH2-NR*°-^ 
SO2-. -O-CH2-CH (R^°) -NHS02-. -O-CH2-CH (R**) 
-NR^°-^S02-. -0-CH2-C0NH-> -0-CH2-C0NR''°-^ 
-0-CH2-C0NH-CH2-> -O- (CH2) 2-CONH-CH2 
-O-CH2-C0NR'«^^-CHR'»°-. -O-CH2-NHCO-CH2 
20 -o- (CH2) 2-NHCO-CH2-. -0-CH2-NR^^C0-CH 

R^°-. 
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(3) mmm^. ^m^. wmm^^^sxTmnm^if^^mitMrn^?'^ 
1 omti^ihisi^^mcom^tt. - (ch^) - (chz) - (c 

H2) 8-. - (CH2) ,0-. -O- (CH2) e-. -O- (CH2) 
-O- (CH2) 8-> -O- (CHa) -NR*°-^- (CH^) - 

NR^"-^- (CH2) -S- (CH2) e-. -S- (CH^) -S 

O2- (CHa) 6-. -SO2- (CH2) -NHCO- (CHg) 5-. 
-NR^°-iCO- (CH2) 5-. -CONH- (CH2) 6-^ CO-NR^°-^ 
- (CH2) 6-. -NHSO2- (CH2) 6-. -NR^'^iSOz- (CH2) 6 
-SO2NH- (CH2) 6-^ -SOgNR*"-^- (CH2) 6-. -O- 
(CHa) 6-0-. -O- (CH2) e-O-. -O- (CH2) 5-NR*«>-^-. 
-O- (CH2) g-NR^o-^-, -O- (CH2) 4-NHCO-. -O- (C 
H2) 4-NR*°-^CO-. -O- (CH2) 4-CONH-. -O- (CH2) 4 
-CONR^^-s - (CH2) e-0-. - (CH2) 7-O-. - (CHa) s 




41 



wo 03/016254 



PCT/JP02/08120 



-0-. - (CHg) 9-0-^ 




>fV^5^M :i^b=^i>'> 7-D5i^:^ri/. >^h=^^^. ^ h^i/^^^-JK 
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KD:^$xai5^;K :^7yp«5^;K i^T>^3i^J\y. ;>i^;VX)l^:i-^—)K i^^u 
ilx R^©ffi^T!*SR^^i:— i^fciJ&oT- (CH2) s-^m^-t^m^ii 




^^BB-fb-^*. bv^R 3 i: b-rt±s ( 1 ) c 1 6 t.ftit. 

(2) l — SMOR^-eglft^n-rv^Sd^^SV^ti^ifeCDC 3~ 1 2(DMm. 

>^ 5^ ^7 0:^^57 $^^n^>^>^ 5^^D^^^-i^->^ i^^j7n^:7*^$'>^ 2^ 
;J7D^>5^>^ S^^^D^^r-feVs i^^'D^:7'7^>^ -f>7^>^ :h 
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5=->r7>> :;t=^r-fe^>s ^:^^>^ IfnUS^Vs 

>fv5^7'\/-;Vx 'f ^^v^-;k i^^v^-;k hur^/— ;k v^h7y-;K 
ifU$?x tru^-:^>s tf^$^x if^us^^N i^^^s^x T^b^th-a 

^:;T-ift:>x /'i-t. HoT-iftfx ^>'Jy^>^ ^y^j^iry ^> 

^n-ev. -fV^yUX =^:^^/U>. ^^eyds^f-uVs T^h^/N 

J; t) bv^o^±^ ( 1 ) i^-'Wn v t^d t!;K ::^^;k -f v :/^;k 

-^>y\i^y-;K -^WhUT\/-;K 

-jjs^ (I) -c*^^jxs*^MYb^4'. *i*a<j^Yb-^itb-ct±x mm 
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^tiDJ^tiSi^o^vv ^Jc^-l^cD^cDijs^P^bv^o M^J&MftSP^tb-r 

^> vu-r>^jtg, ^3L:^mm. ^mmmm. ^i5'>:^;i/7t>>^ig. 

:?lcffii^K:^ifi|-r S * t? § a o 

(1) — jas^ (I) R^AscoOH^^?^S^b•^^ 
t-:&*5^-JiS:^ (la) 
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—Wi^ (lb) 




(1) r;v*yiP;!K^j5lN 

(2) mi4^Tt::*5itsm«ii-Ri;SN 

10 (3) S^;?K^^^i?^;lJ:Sfl^^<*0Si^^^^<^:^•C^T^i^t)tbSo 
A^) ®7Jc^*fflV^"r^ - 1 0-9 0°C-^ff^t»tuSo 

5iSE^) ^\.<\ii:iM(om^ {^vaim/^mmy^. o~ioo-c© 

(^iS'y-M x^^-;^^) s h;i/ai>^) , 
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ttiJnHT©7j<^#H^T ^ tc ii^mTy ^- A1^:&T. 0 — 200 °C©S 

(2) — (lb) T•^$ns'^li-^tt^ (i)— ^ (n-i) 



t-o ) ii^ —ast^ (m-i) 



(n-1) Tf^^tt-S'fb-^i:. — (in-2) 



im)—^^ (n-2) 




H 



!OOR*^ cni-1) 



XZh COOR^' (ni-2) 
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10 



15 



20 



1 2 0°C-Cfffet>tl/i>o 

mmmm (i^u-^v^) *x i^^u ^:^>^fflv^-c. i o o°c~ 1 2 o^c-e^f 

(iv)-^^ (lb) 4^. 1M©Q**~ (ci~4t;v^v>> 0 2-4^;^^ 

^V>tfc:«C2~4T;i/=3f-^V» -Cyc2. - (C 1-'4T;1/=3PV» 
-0-Cyc3. -0-Cyc6-K -0-CH 2 -Cy c 6 - U -O 
_ (C2~4T;V=^V» -Cyc 6-2tfctt-0- (Cl~4T;i/drV 
V) q-Cyc 6-3T!$.^<b-^s (Ib-l) 



(^tt^. Q^}±- (Cl~4T;i/:3eV>s C2'>'4T;i/>r-l^>*fef*C2'- 
4T;V:¥^^» -Cyc2> - (C1-4T;V:3pv» -0-Cyc3. 
-0-Cyc6-U -0-CH2-Cyc6-l. -O- (C2-4T;V 
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-Cy c.6-2*}fett-0- (C l-'4 7';i/=^l/» q-Cyc6 
^tt. (lb-2) 

To CIb-2) 
HO Q'^^^D R» 

(a) ^J^;bii7D^-f K^S^S^-erfe^x St (iv-1) 

C y c 2 (lV-1) 

(b) it (IV.2) . 

Cyc3-OH (iv-2) 
^ (lV-3) ^ 

Cyc6-l-OH (lV-3) 
A (lV-4) . 

Cy c 6- l-CHg-OH (lV-4) 
S (lV-5) *fet± 

Cy c 6-2- (C 2~4:p;1/^1/» -OH (IV-5) 
aS; (lV-6) 

Cyc 6-3- (C l~47';i/:3rU'» q-OH (lV-6) 

-fifa^js. (a)0Sj5Bttx -His^ (ib-2) T-^^tis 
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tKD7^x s?^^;V7j>;vAr^ 4»x ^ (iv-i) -c^^tis-fb-^ 

-liias; (lb) -e^^tuS^b-^oai&s AK:r;V'^-V>S^^* 
10 ^ (lb) T?5^$ns^b'^<^S!3it-SC!:i:%t!t^o 

:i(Dm^:^mt-&m-^^\). mnt. ^mmm (^^h^t ^•a:7^>^ 

t^ 0-5 0•C•r•fT3&t)^^Si^P^ *7feJ±N (T^h^t h*P7^>s 

jiJi±®^B^^i^£^) mm (7-?^i;e/A-i^^. ^i^i^ii^AHs 7j<^<b^i 

(3) -HiS^ (lb) "tf^^n^-fb-^tt. jjiT©(i)'-(ix)®;&^li:J;o-c^ 
25 (lb) -t^^ttS'fb-^W. D3{)S-C0NR*°-D*--e$>S'fb^x 

tp^D-iiSiJ; (ib-3) 
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i^rp^ DN±. -CONR^°-D*-i:bT (1) 2 H 3*^^. (2) 
-j^^ (v-i) 



(lf)m..,^— coop!" 



(Q)n ^COOH 

-JilSS; (VI) 

R**HN D*— (VI) 

^t^^U^s ^^DD;^;1/A. ^V-lf^, T-feh>. :F-feh^hU 

h* (DCC) . l-cc5^;i/-3- [3- yti}^jv2 5b ;v 

^^^i^-f^h* (EDO ^ 1 -p(g=-;i/trUS^-e?A3r>^^) ^ 
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0-5 0'C•r•SJ^^^-&S^sfc^^:J:?)fT^R*5^^So 

{n)-m^ (lb) -r:m^n:hi\:.^^s D*s_NR-CO-D'--C$>S^b^^ 
^^D— )I9!^ (lb-4) 

(Q)n'^^-^NR**CO-D- R* 



5 (S:*. D'^tt. -NR^oCO-D^-Jlb-Cd) 2M*^e>:^di551^. (2) 



(rt^m^^^-^A— COOR« 
B ) 




(Q)n' ^MH2 



10 -jie^ (vn-i) 

Hooc — D"— R® (vn-i) 

15 (lb) X'^^n^it^^. DAS-CO-D^--C^S^b^. 

(lb-5) 

(R>.,^,^A-COOR« 
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i^rp. D*'{±^ -CO-D^'-iiVX (1) l~2MiP^^SiSi^m> (2) 



5 (5S;tt»s •r-<x(Dm^i^mmiim\:>Mm^mt>ir<, ) T^^ns-fb^^i. 

— jiK^ (vm) 



DT-f K*^) ?^fflV^■C. -7 8»Ct?ff:fet>tl5o 

(iv)— liiss: (lb) xm^fi^^t-^fp^ D*s-o-D''--^afeS'fb'^. 

D—J^^ (lb-6) 



20 D^tt. -0-D'>-a:b'r (1) l-'2M*>e)^S3aM^x (2) 




XMg D^— (Vin) 
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T b1 (V-4) 
(Q)n'''^^OH 

5 -«9:^ (K) 

HO D'*— dX) 

15 -cfr^t^tbSo 

(v)-)S^ (lb) -c^^tiS^b^*. D*s-so,-D'>-ffea^b^. -=> 

(lb-7) 

(^rti. DN±. -SOa-D^-ilUT (1) l~2M*^6^^^m (2) 
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r (Ib-8) 

3 0 — 5 O'CVntSititl^o 

-jfB:^ iJb-8)'^^^ti^ih^ii:. —m^ (v-5) 

10 (Q)" 



(X) 

HS-D^'-R^ (X) 

(vi)— jas^ (lb) T*^$n*Yb'^4'. Dds (1) mmm^2mifi^tji^j^ 

(2) MlgM^3-'6M*^^^fcS3S^^ (3) ;g^^^7~l 

20 o^d^e>^S3ffi^^T-^S'fb'^s (lb-9) 
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{QynT R, 



(R«)m.^^A— COOR*-^ 

3Sl 



D'^^-Ra (XI-1) 

(^*. D°-H± (1) m^^^. (2) jKfSM^l~4«*>^^^a^m> ^ 

10 fet* (3) mmm^5--8^i^btji^imm^^t>h. ^©f&©f3^i±tfiHB 

i:IqIC^«*^^t5-ro ) ^tcii±. (xi-2) 

OH 

-m^ iv-6) h-^^ (XI-1) -t?^^tL?,'fb^ii®SliS{is &«l-C-«)»). 
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—m^ (v-6) t~m^ (xi-i) -e^^iX'S'fb-a^^os/iSJi. 4^T-$.t). 

(vii)— IKS: (lb) •C^^^x^'fb-^4»> Dds-CH2-NR^°C0-D''--?? 
*SYb-a^. o^t)— liasS; (ib-io) 



(^tf. D-^Ji. -CH2-NR^°CO-D'*-i:bT (1) 3~6«**^*c^ 
jfefg^. (2) 7~1 OMA^^^cSMJg^*^t)U ■?-®#©t--^t: 



COPT'S ^'^TOfB^titiriBiilllCigtifts^^Dl-o ) 
(vn-2) 



{vm)—m^ (lb) ■e^^fuS'fb'^4'> Bifi 




o 




HOOC D**— R* (Vn-2) 
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*t3-JKiS (Ib-11) 



(Q)n- 



1'^ 



Ob-ll) 



-jlS^i (v-5) 




10 ^^i^>ilSll5^^N i^VNt^ (vn-3) 

HOOC D"— R® (Vn-3) 

-jiss: (v-5) -ejat$^^;s^b^i:tf^^i^>^©s^t^{*> -e^J 

15 (i^rr^JFifV. t-:r^^-M 

($;-^>$;u7^>T-feh» t^/i^e^-i^A (o) x 2 
;^j3J;t^•.^•fe^>'i'A*fflv^■rs 8 0-12 0'C"^fT^fct)ti2)o 
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(ix)— igS; (lb) -C^^tV^^fb-^i^ti's — Ji^ (lb-12) 

A COOFI^' 

(n^m^^r — 

•t?^^^^:5'^b'^4'^ R^3&szk^^i;$»5'fb'^> -o^D— (ib-3-i) 

r bQ (ib-3.1) 



TO — 5 O-C-^fT^CtotbSo 

(4) —jigs; (I) -^m^ti^it^c:)^-^. r^ascoor*-^* 

15 t)-^— (Ic) 

ac) 



(R=)m^.^-^A— COOR" 
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-m^ (la) T!^$tvSfl2'&<^i:> (Xn) 

(5) -lilS^ (I) T«^$tbS^b'&i^©^t.s R^*SC0NR'R^ lOtltC 
10 ONR«S0 2R«-e^S<ti^^> 



tcl±-M^ (ld-2) 



15 (^tf. i-^T®fB-t»tuf3i:I^C^i*^»t-o ) -C'TTt^tiS^b-a^ti. 
-HiK^ (la) T•?^^ns^b•^i:^ -HK^ (xm-i) 



(xni-2) 




Od-l) 




NHR'R" 



(xin-1) 



NHR^SOaR 



(xm-2) 
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(6) (I) •c^^^^S'fb■^©a■fe^ R^*s7^h^^/-;i/-cfe;5<b-^ 

•rt3it>t>-mA (le) 



(XIV) 



15 T^^tLifi-^^^^o 

1 0 0~1 3 0°C-^ff^t>ti.So 

(7) — JtKS: (I) ■^^^nS'rb'^©"5^s R^*si, 2, 4-;^:^1?-i?T 
V^— ;v-5-;4->, 1, 2, 4-;*-^-y-i^T^/— ;i/-5-5^;t>. 1,2, 
20 4-5^Ti^:P\/— ;V-5-:^>^ 2,3, 5 -:4-=¥-!J-^T$^7\/ 

-;i/-2-;^->T-ab^^b^. -r^t)*.— ^ (If) 



H 



N 



10 
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CO (TO 

(^Ffi. Ri*f*l, 2, A-:t^'^i^T'J-)^-5-:^>> 1, 2, 4-:t 
o^^^j;-^x^-;V_5_5^;rV, 1, 2, 4 "^^Ti^T'y-;!/- 5 * 

5 iB^li|ulBi:llIC«i**^t)t-o ) fS^^JvS'(b'^{±. -JiEt^ (xv) 



NH, 



>2 



A k^..^OH 



■x^^s^Mit-^H. (iXb-^t) (xvi-i) 

o 

u 



(XV) 



10 



fesv^l±>fb-^ (XVI-2) 



s 



(ii)>fb'^ (XVI-3) 

S O C 1 2 (XVI-3) 

n7^>^) 4'x 1. 8~5^T1ftf^^^O [5. 4. 0] "^Vv^-b-T-a: 
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xD^tET^ o~5 o°c-etT^t)n^o 

(8) — JISS: (I) -e^^nS-fb-ai^CD^t.. R^AS-CH2-OH-e2&<S'fb 

f ^fct>-^-HI9:^ (ig) 



— (la) Ts^^tva-rb-^^^jiTcs^st^rt-rcifctcjiiji^-rsci^;** 

jS7nMi»&«^T-^t). ^t^^ii (5^h^t KD^^V. i^i^U 

(9) (I) T-^^n^-fb-^cat.. R^*s-CH2-NR°S02R\ 

-CH2-NR«C0R"> ^fett-CHg-NR^CO-NR^SOzR^-Cafe 

s<b^. f^iitJ-^-IS:^ (m-i) 



liSS; (ih-2) 



10 
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(lh-3) 

jna)„,^^_^A^^NR»C0NR'SO2R» 



Wn-^'-^D— R» 



5 (^^-^ ■r-<.-c©«3^{iMS3iii^i:'^i**^*5-ro ) -T^m^n^it-^mit. 
-jis^ (xvn) 

L ^ J (xvn) 

(xvra-i) 

10 R^sOgCl (xvra-1) 

fcii— IS^ (xvin-2) 

R"COCl (xvni-2) 

15 bMbR^S^*S*»> (XVI) -t!^#tvSfls^i:> -)^^ 

(xvni-3) 

R8S02N = C = 0 (xvni-3) 
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-J8S^ (XVI) -c^$^^S'^b•^il^ —m^ (xvn-3) ■c^^ttS'fb'^t 

5 > 0«C~5 0"Ct?ff:&*5n5o 

(10) -j^^ (I) ■r^^ttS<ti'^CDat.^ R^tf-CHg-OCONR^ 



10 -HiS^ (Ig) 



—jilSsS: (xvni-3) 



15 i^fp^ T^x(Dm^i±m$^tm\:.is.f^^mt>-ro ) -c^^tts-fb-^j:* 

— (xvn-3) •e^^^xS-fh-^^oSJ?&hl^1tlcbT=fT:fefc^x5o 
(1 1) -m^ (I) T•^^i^aYb-^©at.x R'*s_sO2NR^C0R^'» 
20 x^^ih-^. t-^t>*.— fls^ (g) 





R«S02N = C = 0 



(xvni-3) 
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(R«)m..^-^A— SOaNR'COR 



OS) 



-JIS;^ (XK) 

(R^m^^^^A— SO,NrV 
(Q)n^'^-^D— R» 

Ri»COOH (XX) 

-m. (Ij) t?5^^tL-S^b^4'. -A-SOaNR^COR^°i^-A^- 
-CHa-SOaNR'COR^-^^S'fb-^x irf^t>-^-^ (Ij-D 
(R^)m.,^,^A>-A^S03NRW» 

(Q)n'^'^ R* 

15 />*cV.T;V:¥V>»*^^^*\ (iii)C2~5T;V'^-V>s *fe{±(iv)C2 

To ) ^?^^tvsfl:-^^i^ (xxi) 

C ^ J 

(Q)n^^-^D— R» 
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—m^ (xxn) 

NHR^COR" (xxn) 
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-m> (n- 1) ^^-o" (n-2) -^m^Mt-^^^^ -fia©^^x«s; 



(V-B) 



(V-A) 



(V-C) 

00 i9)nO^X 




B 



00 
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-SeSlCV-l). (V-2)> (V-3). (V-4). (V-5). 
(V-6) . (V-7) T?^^tl-5^b-&^feJ{ix Tfa0S*SxaS:2-143J; 




- 2 ^ (v-5> 
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A-COOR 



4-1 



(R*)m^.^A-COOR*-^ 



»40 



(R^m^-^A-COOR 



,4-1 

(y-3A) 



(R*)m^-^A-COOR 



(Q)n 



OT* 



,4-1 

(V-4A) 



COOH 



(V-i) 



,4-1 



.4::^-^A-C00R- 

OH CV-7) 



(Q)n 
(R*)m 



A-COOR 



>4-1 



(Q)n 



(V-2) 



,40 



("W-^A-COOR^-^ . 



-CHO 



(R*)!»--^ A-COOR' 



4-1 



(oyn 



OH 



^P'W-^ A-COOR^' 



(Q)n 



(V-6) 



OTf 
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( I b - 2 ) T-^^ti.^'fb^fix TfBcDMJ!Sxa^3 - 1 



G 



T*0— G' 



|-A-CX)OR*-^A 



|-A-COOR*-*A 



I- 




(R^m^— y'^""^^^"*"' (R^U^^a-coor^^ 

— D— R® »A 




A— COOR' 




(V-D-5) 



r bQ Ob-2-1) 

T^O-G'^^-^D-R^ 



I 



D- 



(R*)mv-VA-C00R'' 

r bQ (ib-2) 

HO— G'^-^D-R^ 
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T^OOC — G' X)H 



(V-Ar3) 



-D— »^ 



r B J (V-C-1) 



T^OOC — Q' D — R 



(11-3) 



HO — G 



D— R"" 



-A-COOR*"^ 



A — COOR 



4-1 



HO — G 



(lb-2) 



D — R"" 
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—m^ (lb- 2) T^^ns-fb-^pf. -A-ifiJ^^U>-^:S>^ 



T*0-G " " t»0-G^^-^OH 

(V-D-8) 



1 



(V-D-7) CV-D-8) 

I COgas 



,4-1 



(R^m -sy^-^j^^v^COOR*-^ (R2)„ .^^--^^^COOR 



T*0— Q^-^OOOH T*0— g'^^^D— R® 

(V-D-6) (lb-2-1-1) 



HO— G ^^D— R® 
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) KSCOCHa 



I H3C-(CH2),-S02NHR^ OOOV) j 2 ) 



1 
1 



Tb;] (XIX) 

(Q)„^'^D-R« 
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(XIV). (XV). (xvn)"r*^$tv^'fti'^i^{is TfBosiiSxa^e 



I 



09) 



^^''^<~>fA N3 

^SXId_r3 (XXVIII) 
(Q)n I 

J<?>ip_j,3 (XXVII) 
(Q)n 



(Q)n 



(XVII) 



NH3 

(R^)np-^^^A'CONH2 
(Q)^^-R» ^^'-'^ 



(Q)i 



(R^)n. 



•><r-^A' 



pzN-OH 

NHa 



(Q)r^-^-R» 
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10 



YH± (Q) n^mx-r^nmm(D^ tiSiiD-b^m^fitc (c i'-4) 
Yn±(i)cooT^ TH^i3)ir>^i^)v&(oum& m^it. 

(ii)NR«T2 (^4,^ T^l*T^^»®^M^(««J^«> t-:^b=3^2/*;v^ 

=-)\y&m) *^t)-ro ) ^ 

(iv)oT* (»*^ T:n±imM(Dm& >i b=^^>^5^^^»^ 

(v-A) -t??s^tv?>^b^ti. ^fct±<M©*^"eSi 

^©'ffe©m^'fb^^®^^> -^^"^-^^^ ^'^■^^^ ^^'^^^ 

(iv-3). (iv-4). (IV.5). (iv.6)> (VI). (vn-1). (vn.2) . (vn-3). 
(vin). (DC). (X). (xi-i). (XI.2). (xn). (xni-i) . (xin.2) . 
(xvi-i). (xvi-2). (XVI.3). (xvm-1). (xvni.2). (xvm-s) . 
(XX) . (xxn) -n^^n^it^i^^-^^^^^ i^itit^<D:^mi^^ 

76 
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Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 KlfB®^ tl 

20 ( I ) T'^^tvS:$:^^^b-^ii. P G E 2^^^*^ ^ !3 t>t:t^©-y- 

(i) >^D:;^^y^ KV-fer^— y-r^^-f r^3MJiaSffiv^JfeS^<*:^■^^ 

25 

(Sugimoto) e»©:??S (J. BioL C3iem. 26Z 6463-6466 (1992) ) JilSp 
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Dt^ yxi7.ifj^ Ytv^y^f-^y^-iy {yt?:7.'E,v EFax ep3«n 

mmx^fcmm^ (5 o^ti) ^ ^n-vG^^^^ts^m. (i 5 ox^i) 
^^uximm^>^^^-y\^f^o ^^^'^^^^^'^^^yy— (3 mi) 

5 ihU mffiTlK§l5®btj®'&Ufc^H-PGE2^:^f7;^7^;V^- (GF 
K dfK ^ B max iiS}*. Scatchard plots ^i&lfcCAim. N. Y. Acad Sd. 51, 660 

(1949)] o ^mmmm^\t.m^m (2.5 /zm) ©^^^liPGEaOWTT-© 

10 3 H- P G E 2 (2^ nM) ^^^W^mCx-^-^^MmSt^W bTfr Jfeofeo 

^>^.j,;77,_. u>^:i>iJii7A (lOmM, pH6.0) , EDTA (ImM) , 
MgClg (lOmM) , NaCl (0.1M) o 



Ki = IC6o/ (1+ ( [C] /Kd) ) 

IS 1 





Ki(iuM) 












8(13) 


>10 


>10 


0, 27 


0. 038 



h (Sugimoto) ib(Dl5^ (j. Biol. Chem. 262, 6463-6466 (1992) ) \^ 

20 iPD-c. x'e7:^EP3i/-br^5'-i^-:r^J'-r7*^^b:feCHO«M^b;feo 
Cltu* 9 6 'i7ai;i/vf ^uyv-- Mi 1 0 *ccUsAvell T5fllffiU 2 B^i^SIb 
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^^iC^bfeo ^^J^Jl^^PBS (1 0 0>£/l) -^m^l^^^^ Fura-2AM^ 

6 0 i$^mni X) TL^'^t^o HEPEs ^icT^5fe^> 3 7 'c-^mmih-^ i: p g 

Eg (1 OnM) ^^JPU lffliai*l*;Vi^e^A^gefCD^'fb*^^L/feo ^55it> 
•fe. 340/380 nmO^-m^-^mmh^ 5 10 nmC?)m^*S!l^bT> 

gti^^b-^OT'ViJ^^f^;^ hftfflttPGEa (1 OnM) mm-x^oT)!^ 
10 (Nishigaki) ^(D:^^ (fees lett., 364,339-341 (1995)) tC2pl:,"r> 

2 4 "j^j^;!/ -T^f ^7 D h o ^ceiia/weii -cjsau 2 BK^#lblli^{;: 

ttUfeo =&'i7 3i;V^£MEM (minimum essential medium) (5 0 OvUl) "TJiSfc^t 
^•fe'f ^T^-f T'A (assay medium) (MEM containing Immol 
15 /L IBMX, 1%BSA) (4 5 0>t^l) ^Jn;t> 3 7 'C-? 1 0 ^P^-f > 
^i^-s^3>b;feo ^©^x PGE2#a> *fcttc::tii:im<b-&^^^^lc: 

^tf?» isojul) ^mrn siiS*^^&b^ 3 7 'c-c i o ^mRmv^ 

^^ ^^^T C A (10% w/v) ( 5 0 0 1) ?fe^iP bTSJS&^f^Jh^-e-feo 

iniit^e (-8 0"C) s mm^nt3ir:>ft^. y^^u-i^i—'^m 

20 Sa?&f*ASb 13,000 rpm-e 3 ^F^^^t>^atbT^ie>tv:2)±^f:£ffiV^T^ cA 
MP 7H2-f^yh (assay kit) tCT c AMPJ8fe<£«!l^bfco ^:&t>t». CI 
0±^f 1 2 5 1 tl I ] c AMP T'fe'f =^ y h (assay kit) (Amersham 
lAM) (D^^^y y (buffer) -^mX 5 0 0 >u 1 U iin^ O^mo IXL h 
U - n -:;ir^9-)VT K > (iri-n-octylamine) ©^5^ D D A^?^ 1ml ^^gS] 

25 U ^'DD>t^;i/A»4'®TCA*|^*b5fe©t.. 7Km^^>yjVil\yX 

I] cAMP7-t2-<=^y h (assaykit) iCfBffi^tV-CVNSl^^SfclJIibx -y-^T* 
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^'T^S/^;^ (submaximal) c AMP]^^f^ffi^^-r^ST'$)S 1 0 0 n 

10 

15 i^sg-^b. ^^f*:t3^gi?i;-rsfc«)x ^ m^s mmm > 

tei^(3#^?ii*;vi/e?Ajfii^^) . UM. &m.. ^mov^. 

mwmm. w^^m. wmmm. Bm&^. j%mmm&-^ ^^mnmrn. Bm 
25 m&mm. ^^m^s &mm. ;^hv^> >i>Mm. m^mm. 
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Tm. mm. mn^mmmms mm^:^0i. ^u-ym. 

5 mmm^nm) . -^m'&.mmm. f^mmm mmm&mmmh& (als) . 
^mmtm. s^:i^-^i/>^^^ ±m^=^^) v-^ v-v't.^ a i d s^) . 

rn-^w^. i^t^\i^mmm) . Mrn^i. mmim. mm. mm 

10 m^%mmmm^m. m^m. mmmm. st'hm.mmm(Dmm(Di^m^ 

2) ^<Dih'^<Dmm ' mmcm. m-^moisM. 

15 :^XV^X^tzi± 

3) ^JCD^t-^cofWii^moiimm 

(I) X'^^fi^^t-^^i^izm-^V. ffe®^J*^lc:S!#bT*J;V%U 
flfe0^^J<£^fcrtS#U -jiSS (I) X^^ti^'it'^^^lzn-^VX%X 
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25 



(I) •^^^tva<b^©:^f> ^^yO^ 

gjj^ E D G - 5 .TrT— h ^f^Wi^ ^ t^S o 

^:/n73.>. e;7:c:hv-K i^.«^;V'f vrnif;i.T 
xv>. ^7a.:3eij-x'^. y:^}V}^±^. v^uy:s.^i^. b;v^5=-v±b 
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>> :^-=^^'7 3i>r^y>', t:Ddps<^:!^7A^ ^y^^ijA^ 7'>}^a^i^itj 
i^^ h^Ti^>^ ^jn^^:ijA^ •^V:^^^^:^^ u-7sLU^i/:f^ 

^jp^T^dp-tj-pt^jryv, mmy=^'*)-^'$^^j>. mm\i\'m=i)],^v>^ mm 

If V^'^^^ n ^ >x 7 ;i/ K D dp n K ^ As^if 6 tt S o 



83 
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:7^V-1«, VUh\ hVT2>^i/^U>^ ST-126Ps i/tJ7lxV^l«N 

7^a>:;^;v7}.^-h. T^^^lfn-K K-^/p>:^^7•^^- 
^&3^*J^JJlb-C}*. mtSs ruh}^^^^ (EK-506) . p<hhl/^-9— 

hs S/'^P^5i^u>x Txn-v-^e^^. v7;vy5K ■y-^^>^ 

20 ^>7^;V5fJX If 7 ;V;W*^ MCC-847. KCA-757. CS-615. YM-158. 
L-740515. CP-195494. LM-1484> RS-635^ A-93178. S-36496. BIIL-284. 
ONO-4057 mifi^i-f ^n^o 
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TAK-427s ZCR-2060s NIP-530x tJ' ^/>:7 P3^— ^^J^X^>^ 

^j'^^x i^^;nf^'>, a^if;i/b:2/>, -r^;nfe^>> ^d^t-y^^vaSs 

$xrD>yx7^D>, T':^::^ hoy— ;v, 7Tl«Dy— ;w u^— rnu K^)^ 
20 *s^{:fetvSo 

Ur^Ax S^D^^J^h (^SiST'y^n), Bayl9-8004, NIK-616x D7;V 
h (BY-217) > J^/'^A^^ U > (BRI^61063) x T^V^M, (CP-80633) , 
SCH-351591, YM-976x V-11294Ax PD-168787x D-4396s IC-485 ^Ifimf^ 
25 tl^o 
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T^j:.. jgm-^7;i^;K -v;vi?i^>x ~vvyvy^>. mm-^7-Ui^;K 

10 -^^ (I) -e^^ttS'fh-^©^l»:feJ;tJ«/t:fei±?&2^»5&1« 

^#Sti> ^m^m. ^itiS^P^^KiJ:^^ 

)&:SAS> iSm. ^A-A^fct). lng*^^10 0mg©i5H 
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^(D^t.tf>. ^itummi i^^h-:^. x'>^h-;K ^Sg 

15 tl^o 

20 «wjx mmimk ^^tm. vtm^k m^m. 5fWJs ^^m. mmm 

^^i^P^#©:te:«)©^ffl^Bl©^JJI^li:t±x ^J;l«. ifeW^J> y;v^Jx i"J- 
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$;3i^v>^';n-;K y^DifV>^U3-;K >i<';^^^>^U=»-;K 

15 ^^tcx umm. ^^imk mkmk mmm^^^^-^^^-c^^ 
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«nso itF^^Js ^mms^m. mm<t-^k ip^ng&ih 
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^;&L-CV^•C%J:V^o ;;^rV-^J©®M^^£ii. ^J^t^^ai^ffF^ 2,868,691 
j3 J;tFIiIII 3,095,355 "^tCff b < fB«$ ttt V ^ S o 

90 
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rJ' D x' h ^ 7 — tc J; § ^@|0@m43 J; tjf T L C iz:^ ^ tuT S * n 
■To 

20 btv^^o 

^^^^NHa -HCI 
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^>^-;K100ml)t::-10 •C-eM^b5^:^-;V (14.0m 1 ) & 2 

mm (io.og) ^mmM-^m^tco :^Dfe!^®?s*MT«s^^m#bfco m-^ 
m^wrni^^ $€>cp<^>'--'v (5 0ml) T?2ii^^^bfeo mm^i^^^ 

m'mu^^ir^^^^b^ (12.8 g) ^^#fco 

TLC : Rf 0.49 (n-^=3e-b-> : i^^^^''l^= 1 ^ D » 



mmiXW^htciit^ (4.90g) (2 0ml) ^dO'C-CM 

h »J ^7 A (1.83 g) ©Tk^^ ( 1 5 m 1 ) * 1 5 ^Af^ltT?ST b> 
«2 O^^m#bfeo m^l^3'i7^b:^'>">^ (8-OOS) ©^^^£ (3 Om 

15 1) 1 o^*^(tt?g8Tbfe^. ^M-r-2 0^5^^^ 6 o'cximm^n^n 

;i.= 4 : 1-2 : 1) T')lt«ibTx liXT'Dm^m^^'T^Umit-^ (4.57 

20 g) ?Sf^feo 

TLC : Rf 0.33 :mm^'^)^=4 : D » 
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4-3— H- 3- [2- i±y^iy>-2 — r;i/) j^^;i/:^=^5^] ^M.mm. 



T;l/dr>gafeT^ ##«?ll2-eMjab;fcfl3-^ (3.00ff) . 2- (2—^7^ 
5 oiiJ'y— ;i/ (2.23g) . hU7 3^n;i/7^:;^7'f > (4.25g) j3J:tJfl, 1' 
- (7'\;i^>b;V7}?— ;v) i; tr^ u > (4.09 g) cdHStRt^ h^tKD:7^>(5 

0ml) mm^^wv 1 2mmm^\^tcio j^mm^^i^^^^ji^^^-^^^^x- 

-f — (n-'\:^-y-> : »^cc^;i/=2 0 : 1-10: 1-5:1) "CJIiSib 
10 IUT©i^14^t*;frt- S^^jSYb-^ (4.64g) ^mao 
TLC : Rf 0.54 (n-^^■t^> :i^^a^g^;V=4 : 1) o 



4-t HD:^S^^^;V-2- [2- (:^7:$'l/>-2-'f;V) 3i5^;i/:^-^2^] 
15 :7 j:-;1/3— ^-f K 



T;i/rf>#HMT. ##^J2-eM3lUfc-fb-^ (4.61 g) ompKM^h^^^u 
> (4 0ml) m&i^-7 8^C'V^^vy^)VTJV^::it^A\i\fV K (0.95 
M^^V->mm (28ml) * 1 0^ti^\irxmT bfe^s 1 ^P^iiPttT - 
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u^V^^y^- (n— ^^1^>:B^^^^^l^=4 : l-'S : 1) TJ^ItgiU 

iiTfomm^^^ir^mmih^ {4.21 g) ^m^^o 

TLC : Rf 0.55 (n-^^dp-y-v :fi^^ai^;i/= 1 : 1) o 



o 




;Kl.36ml) > \^V3u^)VT^> (^3Sml) . 1, 1' -tfy^ 
;V4^y^7'f 7^D-fe> (3 4 8mg) ^XV^mm^-^^^^^ ^ (n) (14 
img) ©«l7ky^5=-;V^^V^=^^>^' (2 5inl) 1 0 0 "C-C- 3 0 ^ 

(n-^^1t> :®^m:r.5-;V=2 : 1-1 : D T-J^l^bT. JJ^T©^^ 
'I4'|li**^§1^®^fci-^ (2.07 g) ^mco 
TL C : Rf 0.47 iii-^^Vr> : B^^ji^;1/= 1:1); 
NMR(300MHz, CDQa) : 6 7.99(d, J = 16 Hz, IH), 7.86-7.76(in. 4H). 730-7.40 
(in, 4H) . 6.94 (s, IH) , 6.90 (d, J = 2.1 Hz. IH) . 6.52 (d, J = 16 Hz, IH) . 4.67 
(d,J = 5.4Hz,2H) ,4.34 (t, J = 6.6 Hz, 2H) ,4.27 (q, J = 7.2 Hz. 2H) .3.33 (t. 
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J=6.6H2,2H) ,1.34 (t, J = 7.2 Hz, 3H) o 

2- [2- (:^7^v>-2— r;i/) - 4- 

o 



T;l/r^>#H^T^ mmm i t^w^vr^^t^ (1.74 g) ^xv^ h 

T'^V (I.29ml) CD^7jC7^ h^t KP7^> (2 0ml) O'Cl^^ 
^^)V^u^^ Y (5 3 7^1) ^JP;t> m^^l 5^M!^Ufco MjiSm 

T;Vdt>m-mUT. tr^\;— ;i/ (3 4 6mg) ©^IfeKN, N-i?pt5^;i/7^ 
^ K ( 8 m 1 ) mmJC 0 ''C*??2Km'fb:^ h U 'i' A (63.1% in oil) (19 

15 iKJCD^7jcN, N-5^^5^;V5n;vA7'^ K (8ml) ^^^TFU M-^^ 

-vm^. siMbT. &rF(Dmm&^mT^mm.^^(DimEm!i (1.17 g) 

20 TLC : Rf 0.36 (n-^^-^-V : i^^:ii5^;i/= 2 : 1) » 
^^J2 (1) ^2 (12^ 
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mm.m2 ci) 

(2E) -3- (2- (2- (^DT>-2-^;V) :i^h=^2/) -4- 

o 




N 



TLC : Rf 0.53 (^pn>^;VA : ^^>'-;i/=9 : 1) 



10 



15 



mmm2 (2) 

(2E) -3- (2- (2- (:^7>5'V>-2-^;V)^b=^2/) -4- 

o 

TLC : Rf 0.67 i^uwt^JVM. : /'^y'—J^y=9 : D 



2 (3) 





3- (2- (2- (^7^i.>-2-^;v) a.h:3p^» -4- 
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o 




TLC : Rf 0.45 (n-^^^> : @^a^^;i/= 2 : 1) o 

(4) 

(2E) -3- (2- (2- (±7^^>-2— r;i/) o^h^S^) -4- (5^ 



o 




TLC : Rf 0.31 in-^^D-^ : S^^a:.^;i/= 3 : 1) o 
(2E) - 3- (2 - (2 - (:^:7 3i'^>-l— r;^) ^b^i^) - 4- (l^ 
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TLC : Rf 0.62 (n-^=3pl?-> : S^^^^>'^= 3 : D o 



mmm2 (s) 

(2E) -3- (2- (2- (^>'^V>-2— f;V) 

o 

o " ' 



-4-7 





TLC : Rf 0.46 (n-'v#-9-> : M3:^''l'= 4 : D o 



10 (7) 

(2E) -3- (2- (2- i-<>'J^JVT^y) -4- (tf-:? 

o 





TLC : Rf 0.46 (^DD5t;;VA : ^'^J—}^y= 1 0 : 1) o 
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mmm2 (s) 

(2E) -3 - (2- (2-^ ^ \y > - 2 - >f JV) h 

-4- (tr^v^— ^P- 1 — (jv^^ji^) 73a— -2-7*n'^>i8 

o 




TLC : Rf 0.46 (n— -^^-^-V : @^®ai5^;i/= 1 : 1) o 
^^112 (9) 

10 3- (2- (2- (:^7^5'V>-2-^;i/) Jif^i^) -4- (2-;><5^;V 



o 




TLC:Rf 0.48 (n— : B^^3i5=-;i^= 1 : 1 ) o 

15 mmmz a o) 

3- (2- (2- V>-2— Jih=3pS^) -4- (l^Ui?>- 

2— f ;i/:2}-=^i^) :7"D>'i>®^^;wj^;^7";V' 
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o 



TLC : Rf 0.55 (n-^^i^V : B^^^^^^= 2 : 1) o 



mmm2 (i i) 

5 3- (2- (4-^g^;v-2- (4-7;v:4-D-3-^^;v7 3i-;i/) ^> 
^M^^^) -4- f;v'^^>'^) rp>'i>m 

o 

TLC : Rf 0.50 (n-^^tJ-V :i^^^^>'l'=2 : D » 



10 



12 (12) 



3- (2- (2- (9, 1 O-^^t h*nT^';2^>-9-^>-l O-'l'''^) 

aihff>» -4- (i^7->r-;v-i->f;i/pi^;v) 7x^;i/) ro>'i>m^ 
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5 (2E) -3- (2- (2- (:^7^b>-2— f;i/) oib^^') -4- (If 




mmm2'^m^hrc'(\j^ (2 5 smg) ©7^ h^t kd7^> (2mi) 

-p^iS^y-;!/ (l^ml) 2 N7jc^>fb:M- U '^A7J<^ (1.5ml) ^Jp 

10 5 0 -CT- 1 ^ra^ Uifee ^iiSm-a^^ 1 NJimT-tfSJ bfe^s 

— (n-^:^-b-> : i^^ai^;i/=3 : 2~2 : 3) T-J^MUT. OTO^^tt 
fli^*t-S^M<ti'^ (18 6mg) ^f#fco 
15 TLC : Rf 0.28 (n-^^rt?-> : g^^:n5=-;i/= 1 : 1) ; 

N M R (200 MHz, CDa,) : 6 8.07 (d, J = 16.0 Hz, 1H)» 7.88-7.72 (no, 4H), 7.57 
(d, J = 2.0 Hz, IH), 7.51-7.35 (m, 5H), 6.77 (brd, J = 7.8 Hz, IH), 6.72 (brs, IH), 
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6.51 (d, J = 16.0 Hz, IH), 6.29 (t, J = 2.0 Hz. IH). 5.30 (s. 2H). 4.25 (t, J = 6.6 Hz, 
2H),3.28(t,J = 6.6Hz,2H)o 

(1) (2 0 2) 

^■0*12 (1) --2 (12) '^mm\.rci<h-^mi^it\tm^t^i\:'^^^ 

(2E) -3- (2- (2- (2, 5, 7, 8 -t^ 6 - 1 

dp$/i^nx'>-2— r;v) -4-t h*o:^i^pi^;i/7x-;v) - 



15 N MR (300 MHz, CDa,) : <5 8.05 (d, J = 16 Hz, IH), 7.50 (d, J = 8.1 Hz. IH), 
6.97^.88 (m, 2H), 6.50 (d. J = 16 Hz, IH), 4.68 (s, 2H), 4.37-4.19 (m, 2H), 2.68 (t, J 
= 6.6 Hz, 2H), 2.37-2.07 (m, 2H). Z16 (s, 3H), 2.12 (s, 6H). ^00-1.81 (m, 2H), 1.37 
(s, 3H)o 

20 ^^J3 (2) 

(2E) -3- (2- (2- (2, 5, 7, 8 h^pi5^;i/- 6 -p^ 

^y^u^>-2-^)v) oLh^iy) -4- (^^<s^vr-;i/-i-^;vp5^;v) 
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7 31— -2— T'D^yi 



COOH 




TLC : Rf 0.55 (iyDn7}^;i/A : ^tJ^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dtf) : 6 9.29 (s, IH), 7.90-7.65 (m, 4H), 7.26 (s, IH), 
5 6.98 (d, J = 7.5 Hz, IH), 6.53 (d, J = 16.2 Hz, IH), 5.42 (s, 2H), 4.40-4.10 (m, 2H), 
3.52 (s, 3H), 2.66-2.56 (m, 2H), 2.20-1.76 (m, 4H), 2.09 (s, 3 H), 2.07 (s, 3H), 2.00 
(s,3H),1.32(s,3H)o 



^^J3 (3) 

10 (2E) -3- (2- (2- (2, 5, 7, 8 -t^ h^^^;i/<^DV>- 2 
2 — 7°D-^>^ • 




TLC : Rf 0.52 (i'DDJlN;!/^ : jjt^J^y— ;i/=9 : 1) ; 
15 NMR (300 MHz, DMSO-d«) : <5 9.28 (s, IH), 7.85-7.65 (m, 4H), 7.26 (s, IH), 
6.68 (d, J = 7.8 Hz, IH), 6.60-6.46 (m, 2H), 5.42 (s, 2H), 4.40-4.15 (m, 2H), 2.64- 
2.54 (m, 2H), 2.24-1.76 (m, 4H), 2.12 (s, 3H), 2.11 (s, 3H), 1.98 (s, 3H), 1.33 (s, 3H)o 
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(2E) -3- (2- (2- (2, 5, 7, 8 

^COOH 

.OH 




TLC:Rf 0.38 (^PP^^'l^^-^^-^^''^-^^ ' ' 
NMR(300MHz.DMSO-d.) :5 12.28 (bs, IH), 7.82 (d. I = 1.8 IH), 7.77 (d. 

3 = 16H.lH),7.61(d,.-8.0H.lH).7.46(d,, = 1.8H.lH,7.41(bs,lH).6.^ 

(s IH). 6.71 (d. I = 8.0 H. IH), 6.46 (d, I = 16 H. IH), 6.27 (t, I = 1.8 IH). 

10 S32 (s. 2H), 4.27-4.03 2H), 2.56 2H), 2.17-1.71 4H), .04 (s, 3H). .01 
(s, 3H). 1.98 (s, 3H). 1.27 (s. 3H)o 



15 



^13 ( 5 ) 

(2E) -3- (2- (3-7-^=^5-7-n^^S^)j-4 



COOH 




TLC : Rf 0.60 (^PP^;VA : ^^^-;V=9 : 1) ; 

NMR (300MHz.DMSO-d.) : <y 9.29 IH), 7.80 I = 16 Hz, IH), 7.79 (n. 

IH). 7.71 (d, I . 7.8 H. IH), 7.67 (n. IH). 7.32-7.22 3H), 7.04-6.88 (n, 4H), 
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6^5 (d, J = 16 Hz, IH), 5.41 (s, 2H), 4.24 (t, J = 6.2 Hz, 2H), 4.15 (t, J = 6.1 Hz, 2H), 
2JA(m,2H)o 

5 (2E) -3- (2- (,4:-y:i^j=ie->-:fh^t^) -4- (-r ^^s^^J^— ;l/- 
^COOH 



T L C : R f 0.56 D D5^;i/A : —J]/- 9:1); 

NMR (300 MHz, DMSO-d«) : 6 9.29 (m, IH), 7.81 (m, IH), 7.80 (d, J = 16 Hz, 
10 IH), 7.71 (d, J = 7.8 Hz, IH), 7.67 (m, IH), 7.32-7.21 (m, 3H), 7.04-6.86 (m, 4H), 
6.57 (d, J = 16 Hz, IH), 5.41 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 4.03 (t, J = 6.0 Hz, 2H), 
2.02-1.81 (m, 4H)o 

(7) 

15 (2E) -3- (2- (2- (^?n-^>-2-'f;i/) oih^S^) -4- (-T 





T L C : R f 0.62 n D7f;;i/A : ^ ^ — ;i/= 9:1) 
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NMR (300MHz.DMSO^.) : * 9.26 (MH), 7.81 (n. IH), 7.79 (d. I - M 
IH) 771 (d. J - 8.1 lb. IH). 7.67 (m. IH). 7.30 (s. IH), 7.08-6.96 (n. 3H). 6.83- 
6.7.; (».2H),6^6(a,,= 16Hz,lH).5.42(s.2HX 4^5-4.17 (».3H). ^90-^66 (o. 

2H), 2.29-2.02 (m, 3H), 1.82^1.65 (m. lH)o 



10 



(2E) -3- (2- (6-7-^^^>-=^^>^^^=^^>> ^-^^^^ 



15 



HO 




TLC-.Rf 0.56 (^'^^*;^A:^^'^-'^=9 : 1) : 

N ME (300 MH^ DMSO-d.) : « '22 (s. IH). 7.78 (s, IH), 7.77 (d, J = 16 Hz. IH), 
7 69 (d. J = 8.1 IH). 7.64 (s, IH), 731-7.20 (m. 3H). 7.01-6.85 (u, 4H). 635 (d, 
1 = 16 HZ. IH). 5.40 (s, 2H), 4.08 ft 1 = 63 H^ 2H), 3.95 - 6.5 H^ 2H), 1.89- 
1.66 (m. 4H), 1.60-1.40 (m, 4H)o 



(2E) -3- (2- (2- (^7^^V>-2-^;V) -4- 

,COOH 
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TLC : Rf 0.36 (^PDJ^;i/A : ^iJ?^— ;i/= 19:1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.28 (m, IH), 7.92-7.77 (m, 6H), 7.72-7.64 (m, 
2H), 7.56-7.42 (m, 3H), 7.27 (s, IH), 6.98 (d, J = 7.8 Hz, IH), 6.55 (d, J = 16 Hz, 
IH), 5.39 (s, 2H), 4.35 (t, J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H)o 



lfeSS^J3 (10) 

(2E) -3- (2- (2- ('-i>'y7^>-2— f;i/) aih=^P2^) -4- 

(-r ^^y— i-'f;i/^5^;i/) 7ai^;i/) -2-rD^>^-J^^ 

^COOH 



10 TLC : Rf 0.52 (^DDs}^;i/A : ^^5^^— ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 9.28 (s, IH), 7.84-7.65 (m, 4H), 7.58-7.47 (m, 
2H), 7.31 (s, IH), 7.27-7.15 (m, 2H), 7.00 (d, J = 8.1 Hz, IH), 6.73 (s, IH), 6.57 (d, J 
= 16 Hz, IH), 5.41 (s, 2H), 4.41 (t, J = 63 Hz, 2H), 334 (t, J = 6.3 Hz, 2H)o 

15 mmma (i i) 

(2E) -3- (2- (2- (2, 5, 7, 8 -5^ 6 - 1 KD 

df-s^^D x'>-2 — r;i/) aih^i^-) -4- (2-^^;w ;v- 1 
— r;i/^5^;i/) :7 3i^;v) - 2 -7°n^>M • i^^J^ 



5 
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5 



TLC : Rf 0.50 (^nD4^;VA :^i5'>'--'l'=9 : 1> ; 
NMR (300 MHz, CD3OD) : 6 7.93 (d, J = 16 Hz, IH), 7.61 (d. J = 8.1 Hz, IH). 
7.45 (s. 2H), 6.93 (s, IH), 6.81 (d. J = 8.1 Hz, IH), 6.52 (d, J = 16 Hz, IHX 5.32 (d, J 
= 15 Hz. IH). 5.28 (d, J = 15 Hz, IH), 4.41-4.21 (m, 2H), 2.65 (t, J = 7.1 Hz. 2H), 
2.61 (s, 3H), 2.29-1.80 (m, 4H), ^ll (s, 3H). 2.08 (s, 3H), 2.05 (s. 3H), 1.35 (s. 3H)o 



10 



3 (12) 



3- (2- (2- (rh7^l/>-2-Y;v) "4- (^^^V-^W 

COOH 




TLC : Rf 0.33 {-^^'^> :mSL:r.^f^= ^ ' D 5 
NMR (200 MHz, CDCI3) : 6 7.84-7.68 (m, 4H), 7.54 (d, J = 1.8 Hz, IH), 
7.48-735 (m, 3H). 733 (d. J = 2.2 Hz, IH). 7.08 (d, J = 7.4 Hz. IH), 6.74-6.65 (m, 
15 2H). 6.28-6.23 (m, IH), 5.24 (s. 2H), 4.19 (t. J = 6.4 Hz, 2H), 3.22 (t, J = 6.4 Hz, 2H), 
2.93-2.82 (m, 2H), 236-2.45 (m, 2H)o 

TLC : Rf 0.33 {n--^^^y : @^m:^^>'V= 1 : 1) ; 
NMR (300 MHz, DMSO-d.) : 57.94-7.82 (m. 4H). 7.77 (d, J = 2.1 Hz, IH). 
20 7.56-7.40 (n, 4H), 7.07 (d, J = 7.8 Hz, IH). 6.83 (s, IH). 6.64 (d, J = 8.1 Hz, IH), 
6.24 (t, J = 2.1 Hz. IH). 5.23 (s. 2H), 4.17 (t, J = 6.6 Hz. 2H). 3.19 (t, J = 6.6 Hz. 2H), 
2.70 (t, J = 7.8 Hz. 2H), 2.18 (t, J = 7.8 Hz, 2H)o 
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mmm3 (i3) 

(2E) -3- (2- i-^y^U^-Z-^C)]^^ h^i^) -4- (li^V^— 



T L C : R f 0.57 (^=3p-tJ-> : S^a:5^;i/= 1:3); 
N M R (500 MHz, DMSO-d«) : 6 8.01-7.87 (m, 4H), 7.78 (d, J = 2.0 Hz, IH), 7.69 
(d, J = 16 Hz, IH), 7.63-7.48 (m, 4H), 7.43 (d, J = 2.0 Hz, IH), 7.08 (s, IH), 6.73 (d, 
J = 8.0 Hz, IH), 6.47 (d, J = 16 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5.30 (s» 2H), 5.29 (s. 



^^J3 ( 1 4) 

(2E) -3- (2- (2- (2, 5, 7, 8 -7^ > 6 - 1 h*n 

:^$^^7Dx'>-2— r;V) ^h=Jpe^) -4- (2H-1, 2, 3-hUTV^ 

15 — 2 ->f 7ai-;v) -2-yu^>m 

^COOH 



TLC : Rf 0.60 (^ddtTc^I/A : pt^y— ;i'= 9 : 1) ; 

N M R (200 MHz, CD3OD) : 6 7.92 (d, J = 16.2 Hz, IH), 7.71 (s, 2H), 7.52 (d, J 

= 7.6 Hz. IH), 6.85 (s, IH), 6.80 (d, J = 8.4 Hz, IH), 6.47 (d, J = 16.2 Hz, IH), 5.56 



5 




10 2H)o 
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(s, 2H), 4.36-4.08 (m, 2H), 2.64 (t, J = 6.6 Hz, 2H), 2.20-2.00 (m, 2H), 212 (s, 3H), 
2.08 (s, 3H), 2.05 (s,3H), 1.96-1.80 (m, 2H), 1.33 (s, 3H)o 



10 



mmms (15) 

(2E) -3- (2- (2- (2, 5, 7, 8 6 - 1 

i^>>^D-T>-2-^;v) -4- (iH-1, 2, 



15 



COOH 




TLC : Rf 0.49 (^pn>^;VA : ^3^^— D 5 

NMR (200MIfe,CD3OD) : <y 8.37 (d, J = 1.2Hz, IH). 8.24 (d. J = 1.2 Hz. IH). 

7.93 (d, J = 16.4 Hz, IH). 7.59 (d. J = 8.2 Hz. IH), 7.01 (brs. IH), 6.93 (brd, J = 8.2 

Hz, IH), 6.50 (d, J = 16.4 Hz, IH), 5.70 (s, 2H), 4.90 (s, 2H), 4.45-4.15 (m, 2H). 

2.72-2J8 (m, 2H), 2.26-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.34 (s, 

3H)o 

^mm3 ( 1 6) 

(2E) -3- (2- (2- (:f7^V>-2-^;V) :ch^$.) -4--^ 
>i;;i/:7x-;i/) -2-7'd^>^ 

XOOH 
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T L C : R f 0.37 (^^D-> : 2:1); 
NMR (200 MHz, CDCQ : 6 8.12 (d, J = 16.4 Hz, IH), 7.88-7.74 (m, 4H), 
7.52-7.10 (m, 9H), 6.79 (brd, J = 8.0 Hz, IH), 6.72 (brs, IH), 6.52 (d, J = 16.4 Hz, 
IH), 4.26 (t, J = 6.6 Hz, 2H), 3.95 (s, 2H), 3.29 (t, J = 6.6 Hz, 2H)o 



§IM^J3 ( 1 7) 

(2E) -3- (2- (2- (:;^:7^^>-2— r;!/) h=^i') -4- (5=- 

^COOH 



10 T L C : R f 0.31 (^^^t^> : B^^3^^;i/= 2:1) ; 

NMR (300 MHz, CDa,) : <y 8.12 (d, J = 16.2 Hz, IH), 7.86-7.74 (m, 4H), 
7.50-7.38 (m, 4H), 7.15 (dd, J = 5.1, 1.2 Hz, IH), 6.92 (dd, J = 5.1, 3.6 Hz, IH), 6.84 
(d, J = 7.5 Hz, IH), 6.82-6.76 (m, 2H), 6.53 (d, J = 16.2 Hz, IH), 4.29 (t, J = 6.8 Hz, 
2H), 4.12 (s, 2H), 3.31 (t, J = 6.8 Hz, 2H)o 



^gya (18) 

(2E) -3- (2- (2- (:h7t$'V>-2 — f;b) Jih=^Pi^) -4- (^ 
3 — f;v^5^;i/) 7ic-;i/) -2-:7°n^>^ 



5 




15 




COOH 
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TLC : Rf 0.31 : g^^x^;V= 2 : 1) ; 

NMR (200 MHz, CDCI3) : S 8.13 (d, J = 16.0 Hz, IH), 7.88-7.74 (m, 4H), 
7.52-7.36 (m, 4H). 7.25 (dd, J = 4.6, 3.2 Hz, IH), 6.96-6.85 (m, 2H), 6.80 (brd, J = 
8.0 Hz, IH), 6.73 (brs, IH), 6.53 (d, J = 16.0 Hz, IH), 4.27 (t. J = 6.6 Hz. 2H), 3.95 
5 (s,2H),3.30(t,J = 6.6Hz,2H)o 

mmms (19) 

4- (2- (2- i'^7^U>-2—()l) J^h^S/) -4- (If^y-;!/ 
_ l-^;i/^^;v) 7 3^— ;v) 




TLC : Rf 0.35 (-v^tf> : 1^^^^^;^= 1 *• D 5 

NMR (200MHz.CDCa3) : 5 7.84-7.73 (m, 3H), 7.69 (brs, IH). 7.54 (d, J = 1.6 

Hz, IH), 7.50-7.32 (m, 4H), 7.02 (d, J = 7.6 Hz, IH), 6.74-6.64 (m, 2H), 6.25 (t, J = 
2.1 Hz, IH), 5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.57 (t, J 
15 = 7.5 Hz, 2H), 2.20 (t, J = 7.4 Hz. 2H). 1.88-1.68 (m, 2H)o 

^^13 (2 0) 

(2E)-3-(2-(2 - {i-y^U>-l—(f^) ^h^Zy) - 4- (l^ 
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TLC : Rf 0.26 (^=^rt^> : B^^J^^;i/= 1:1) ; 

N M R (200 MHz, CDOs) : 6 8.14-8.02 (m, 2H), 7.90-7.72 (m, 2H), 7.60-7.34 (m, 
7H), 6.76 (brd, J = 8.0 Hz, IH), 6.70 (brs, IH), 6.53 (d, J = 16.2 Hz, IH), 6.27 (t, J = 
5 2.1 Hz, IH), 5.26 (s, 2H), 432 (t, J = 7.0 Hz, 2H), 3.62 (t, J = 7.0 Hz; 2H)o 

^^J3 (2 1) 

(2E) -3- (2- (3- (:^7^5'V>-2 — ( yuTf^^i^) -4- 



10 




T L C : R f 0.26 : i^^5^;i/= 1:1) ; 

NMR (200 MHz, CDCI3) : 6 8.09 (d, J = 16.2 Hz, IH), 7.84-7.72 (m, 3H), 
7.66-7.30 (m, 7H), 6.77 (brd, J = 8.0 Hz, IH), 6.66 (bis, IH), 6.59 (d, J = 16.2 Hz, 
IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.00 (t, J = 6.3 Hz, 2H), 2.97 (t, J = 7.5 Hz, 
15 2H), 2.32-2.14 (m, 2H)o 

^^3 (2 2) 

(2E) -3- (2- (2- (::J-7^J'l/>-2-'f;i/) aih:^$x) -4-:7 
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a ' 

T L C : R f 0.52 : mm^^^^= 1 • 1 ) '» 

NMR (3OOMHZ.CDCI3) :5 8.13 (d, J = 16 Hz, IH), 7.87-7.76 (n,4H). 7.57- 

5 7.39 (m. 4H). 734-7.24 (m. 2H). 7.06-6.92 (m. 5H). 6.56 (d, J = 16 Hz. IH), 5.05 (s, 
2H> 435 (t, J = 6.8 Hz. 2H), 3.33 (t. J = 6.8 Hz^ 2H)o 

mmms (2 3) 



2- (2- (2- (^7^i/v-2-^;v) 3ih:3e.» -4- 

^ ^COOH 




TLC :Rf 0.48 i-^^^y.mm:^^}^^'^ : 4) ; 
NMR (300 MHz, CDC^ : 6 7.83-7.73 (n, 3H), 7.68 (s, IH). 7.54 (d, J = 1.8 Hz, 
IH), 7.49-7.32 (m, 4H). 7.11 (d, J - 7.5 Hz, IH), 6.74 (dd, J = 7.8, 1.5 Hz, IH). 6.69 
15 (d, J = 1.5 Hz, IH), 6.26 (t, J = 2.1 Hz. IH). 5.26 (s. 2H), 4.17 (t, J - 6.6 Hz. 2H), 
3.58 (s, 2H), 3.17 (t, J = 6.6 Hz. 2H)o 



13 (24) 



(2E) -3- (2- (2- (:?-7^'Vy-2-^;v) ^h^5/) "4- (2 
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TLC : Rf 0.36 (^5'DD*j;i/A : pit^'y— ;i/= 10:1) ; 
NMR (200 MHz, CDCI3) : 6 8.10 (d, J = 16.0 Hz, IH), 7.90-7.76 (m, 4H), 
5 7.52-7.36 (m, 4H), 6.86-6.76 (na, 2H), 6.54 (d, J = 16.0 Hz, IH), 4.41 (s, 2H), 431 (t, 
J = 6.5 Hz, 2H), 3.32 (t, J = 6.5 Hz, 2H), 3.24 (t, J = 7.0 Hz, 2H), 2.45 (t, J = 8.0 Hz, 
2H), 2.10-1.88 (m, 2H)o 

^jgaS (2 5) 

10 2- (2- (2- (-^Z^i^U^-Z — f;i/) :i^h^iy) -4- (If^^T— ;v 

-1— r;i/^5=-;i^) 




T L C : R f 0.68 i'^u D Ji>;VA : ^ — : S^^= 2 0:1:1) ; 
NMR (300 MHz, CDCI3) : ^ 7.83-7.75 (m. 3H), 7.70 (s, IH), 7.55 (dd, J = 1.8, 0.6 
15 Hz, IH), 7.49-7.32 (m, 4H), 6.84 (d, J = 7.8 Hz, IH), 6.78-6.71 (m, 2H), 6.26 (t, J = 
2.1 Hz, IH), 5.22 (s, 2H), 4.59 (s, 2H), 4.25 (t, J = 7.1 Hz, 2H), 3.25 (t, J = 7.1 Hz, 
2H)o 



giM#iJ3 (2 6) 
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(2E) -3- (2- (2- {^y^V>-2-'i)\^) 




TLC : Rf 0.46 {^^^^ : 1^^315^;^= 1:1)? 
5 NMR (300 MHz. CDCl,) : 5 8.06 (d, J = 16 Hz, IH). 7.87-7.76 (m. 4H). 7.50- 
7.29 (m, 9H). 6.60-6.51 (m, 2H). 6.46 (d, J = 16 Hz. IH). 5.05 (s. 2H). 4.29 (t. J = 
6.8 Hz, 2H). 333 (t, J = 6.8 Hz. 2H)o 

m pms (2 7) 

10 (2E) -3- (2- (2- (^^^UV-B-'f;!/) 




TLC : Rf 0.48 (^nn7^;VA : ^a'^-;V=5 : 1) ; 
NMR (200 MHz, DMSO-d,) : d 7.92-7.80 (m, 5H). 7.62-7.40 (m, 4H), 7.01 (bis. 
IH), 6.88 (d. J = 7.6 Hz, IH). 6.50 (d, J = 16.0 Hz, IH), 4.33 (t. J = 6.4 Hz, 2H). 3.37 
(s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 2.13 (s, 6H)o 

^^ f?il3 (2 8) 

(2E) -3- (2- (2- (:^y^V>-2->f;V) "4-7 
3:zi;v*;w^^-<;v:7x.-;v) -2-yu-<.ym 
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COOH 



a 




NH 



TLC : Rf 0.40 (^nD7h;i/A : ;i/= 1 0 : 1) ; 

NMR (200 MHz, DMSO-dtf) : <S 10.26 (s, IH), 7.98-7.70 (m, 8H), 7.65-7.30 (m, 
7H), 7.12 (t, J = 73 Hz, IH), 6.67 (d, J = 16.2 Hz, IH), 4.49 (t, J = 6.4 Hz, 2H), 3.42- 
5 3.24 (m, 2H)o 

^^J3 (2 9) 

(2E) -3- (2- (2-7airi;V3i h:^i/) -4- (tf ^VT— 1 - 



TLC : Rf 0.57 i^un-^JVA : ?f.^y—J\/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.03 (d, J = 16 Hz, IH), 7.57 (d, J = 2.1 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.1 Hz, IH), 7.37-7.20 (m, 5H), 6.78 (d, J = 8.0 
Hz, IH), 6.71 (s, IH), 6.50 (d, J = 16 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 531 (s, 2H), 



^^J3 (3 0) 

(2E) -3- (2- (:h7^ V>-2— r;i/^ h'^2^^5^;i/) -4- (tf 

117 



10 




15 



4.18 (t, J = 6,9 Hz; 2H), 3.13 (t, J = 6.9 Hz, 2H)o 
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TLC : Rf 0,38 i^X3ti-!i^)VA : ^iJ'/'— ;V= 19:1) ; 

NMR (300 MHz. CDCI3) : S 8.12 (d, J = 16 Hz, IH). 7.88-7.78 (in, 4H), 7.61 (d. 

J = 8.1 Hz, IH). 7.57 (d, J = 2.2 Hz. IH). 7.53-7.39 (m, 4H), 7.27 (m, IH). 7.17 (d. J 

= 8.1 Hz, IH). 6.40 (d, J = 16 Hz, IH), 6.30 (t, J = 2.2 Hz, IH), 5.35 (s, 2H). 4.75 (s, 

2H),4.65(s,2H)o 



^^13 (3 1) 

(2E) -3- (2- ( (3E) -4-7 3.-;i.-3-:r^-;v^=^5.) - 

4- {}^^^j-'}v-i-^)v>^^)^) 7*-;v) 




TLC : Rf 0.23 (^^dpifV : mm:^^}^= 1 : D 5 
NMR (200 MHz, CDCU : 6 8.03 (d, J = 16.0 Hz, IH), 7.58-7.18 (m, 8H), 
6.81-6.74 (m. 2H). 6.56 (d, J = 16.0 Hz, 2H), 6.34-6.19 (m. 2H), 5.33 (s. 2H), 4.10 (t. 
15 J = 6.5Hz,2H),2.74(q,J = 6.5Hz,2H)o 

mif& jsa^i (3 2) 

(2E) -3- (2- (2-tb-D#S.-3-7a.y:3F.5.rD>i?:^S/) -4 

_ (^^^/-;^- 1— f;vpt5^;v) 7 3i-;v) -2-rn^>^ 
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TLC : Rf 0.47 (^nn4^;i/A : ^^y— ;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d<) : 6 12.28 (bs, IH), 7.86-7.77 (m, 2H), 7.62 (d. J = 
8.0 Hz, IH), 7.46 (dd, J = 2.0, 0.8 Hz, IH), 7.32-7.23 (m, 2H), 7.03-6.88 (m, 4H), 
5 6.73 (d, J = 8.0 Hz, IH), 6.52 (d, J = 16 Hz, IH), 6.27 (t, J = 2 .0 Hz, IH), 5.47 (bs, 
IH), 5.33 (s, 2H), 4.26-3.99 (m, 5H)o 

^^J3 (3 3) 

(2E) -3 - (2- (2- (1, 4-^>V^^:r=¥-y->-6-'f;V) h 

10 ^i/-) -4- (t:5\/— r;vj'«5^>'^) 7ac— ;i/) -2-:7*d^>^ 

^COOH 



TLC : Rf 0.44 (^UUTt^JVA : ji'$^^—)]/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 8.01 (d, J = 16.0 Hz, IH), 7.57 (d, J = 2.0 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.0 Hz, IH), 6.83-6.73 (m, 4H), 6.70 (s, IH), 
15 6.48 (d, J = 16.0 Hz, IH), 6.30 (t, J = 2.0 Hz, IH), 5.30 (s. 2H), 4.23 (br, 4H), 4.13 (t, 
J = 7.0 Hz, 2H), 3.01 (t, J = 7.0 Hz, 2H)o 

mmms (34) 

(2E) -3- (2- (2- (1, 4--^>^Ji^:^^V->-2-^M =ch 
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^i/) -4- 




-2 -7'D^> 



TLC : Rf 0.44 (^7nD7l^;VA : ^iS^y— ;i/= 10:1) ; 
NMR (300MHz,CDCl3) :6 8.02 (d, J = 16.0 Hz. IH), 7.58 (dd, J = 2.0, 0 J Ifc; 
IH). 7.50 (d, J = 8.0 Hz, IH), 7.43 (dd, J = 2.0, 0.5 Hz, IH), 6.88-6.76 (m, 6H), 6.48 
(d. J = 16.0 Hz, IH), 632 (t, J = 2.0 Hz. IH), 5.33 (s, 2H), 4.42 (dq, J = 2.0, 7.0 Hz, 
IH), 4.32 (dd, J = 11.0, 2.0 Hz. IH), 4.29-4.15 (m, 2H), 4.00 (dd, J = 11.0, 7.0 Hz, 
lH),2.18(q,J = 7.0Hz,2H)o 



10 (3 5) 

(2E) -3- (2- (2- (±7 3'V>-2-^;i/) 
T>'p«^^V7 3i-;V) -2-7'n^>m 

.COOH 




15 



TLC : Rf 0.52 (^UU^)VA : 10:1) ; 

NMR (300 MHz, DMSO-d^) : S 7.94-7.78 (m, 5H), 7.69 (d, J = 7.8 Hz. IH), 
7.60-7.42 (m, 3H). 7.12 (s, IH), 6.96 (d. J = 7.8 Hz. IH). 6.54 (d, J = 15.9 Hz. IH), 
4.37 (t, J = 6.6 Hz, 2H), 4.04 (s. 2H), 3.40-3.20 (m, 2H)o 



3 (36) 
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(2E) -3- (2 - (2- {i-y^)y>-2 — f JVTt^iy) :^^)\/) -4 

^COOH 



TLC : Rf 0.35 {i? uuit^)\^h. : ^^S^y— ;i/= 19:1) ; 
5 N M R (300 MHz, CDCI3) : 6 8.20 (d, J = 16 Hz, IH), 7.75-7.66 (m, 3H), 7.63- 
7.56 (m, 2H), 7.45-737 (m, 2H), 735-7.27 (m, IH), 7.20-7.04 (m, 4H), 6.41 (d, J = 
16 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.35 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.28 (t, J = 
6.7 Hz, 2H)o 

10 ^&m3 (3 7) 

(2E) -3- (2- (2- (N-^>\/'r;i/-N-p?^;i/:r^y) ^hdf^ 

s/) -4- ;v- 1 — r;up«g^;i/) -2-yu^>m 

^COOH 



TLC : Rf 0.30 (^nD7}%;i/A : j??^'^— ;i/= 10:1) ; 
15 N MR (500 MHz, DMSO-dj at 100 degrees) : 6 7.80 (d, J = 16.0 Hz, IH), 7.73 (d, 
J = 2.0 Hz, IH), 7.57 (d, J = 8.0 Hz, IH), 7.46 (d, J = 2.0 Hz, IH), 7.41-7.36 (m, 5H), 
6.98 (s, IH), 6.80 (d, J = 8.0 Hz, IH), 6.44 (d, J = 16.0 Hz; IH), 6.26 (t, J = 2.0 Hz, 
IH), 5.32 (s, 2H), 4.25 (bit, 2H), 3.78 (brt, ^MI), 3.02 (s, 3H)o 





121 



PCT/JP02/08120 

WO 03/016254 



^^13 (3 8) 
(2E) -3- (2- (2- (t^7^l/>-2-'f aih^ps^) 

,COOH 



-4-7 




TLC : Rf 0.60 (^DP7f;;VA : p4^5'>'>-;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d,) : 6 12.30 (brs. IH), 7.92-7.75 (m, 5H), 7.60-7.42 (m, 
4H). 737-7.12 (m, 5H), 7.05 (s, IH), 6.94 (d, J = 7.8 Hz. IH), 6.48 (d. J = 16.2 Hz, 
IH), 4.26 (t. J = 6.6 Hz, 2H), 4.23 (s. 2H), 3.24 (t, J = 6.6 Hz, 2H)o 



10 



15 



^^^13 (3 9) 

(2E) -3- (2- (2- (-^W'f;vr^y) ^.b^^^) 
^^_;^_l_^;^^5=-JV) 73.-;!/) -2-rp-^>m 



-4- (1^^ 



COOH 




TLC : Rf 0.31 (^DD7f:;VA : ^^y— 10:1) ; 

NMR (300 MHz. CDCQ : d 7.92 (d, J = 15.5 Hz, IH). 7.77 (d, J = 7.0 Hz. 2H), 

7.56 (s, IH), 7.50-736 (br. 5H). 6.81-6.64 (m, 4H). 6.30 (br, IH), 530 (br. 2H), 4.15 

(br,2H),3.92(br,2H)o 
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^^•13 (40) 

(2E) -3- (2- (2-^ h^$^-3-7 3iy^rS^rn5j«:^S/) -4- 



5 TL C : Rf 0.42 (^7DD4^;i/A : p<^5^^— ;i'=9 : 1) ; 

N MR (300 MHz, DMSO-d«) : 6 12.29 (brs, IH), 7.83 (d, J = 2.1 Hz, IH), 7.79 (d, 
J = 16.2 Hz, IH), 7.62 (d, J = 7.8 Hz, IH), 7.50-7.44 (m, IH), 7.34-7.23 (m, 2H), 
7.06-6.88 (m, 4H), 6.74 (d, J = 8.1 Hz, IH). 6.53 (d. J = 16.2 Hz, IH), 6.28 (t, J = 2.1 
Hz; IH), 5.33 (s, 2H), 4.30-4.08(m, 4H), 4.00-3.88 (m, IH), 3.44 (s, 3H)o 

10 

^jfe^J3 (4 1) 

(2E) -3- (2- (2-^ h=^^5^-2- (:^7^ 2 — f ;i/) h 

^2/') -4- (t:^v^— — i)]/^^')}/) 7 31— ;i/) -2-rn^>^ 



15 TLC : Rf 0.59 (^Dn7h;i'A : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.03 (d, J = 16 Hz, IH), 7.92-7.81 (m, 4H), 7.57- 
7.42 (m, 5H), 7.37 (d, J = 2.1 Hz, IH), 6.78 (dd, J = 8.0, 1.2 Hz, IH), 6.70 (d, J = 1.2 
Hz, IH), 6.60 (d, J = 16 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.78 (dd, J = 




COOH 
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12, 4.5 Ife IH). 4.27 (dd. J - 9.9, 7.2 Hz, IH), 4.12 (dd, J = 9.9, 4Ji Hz, IH), 3.41 (s, 
3H)o 

13 (42) 



10 



(2E) -3- (2- (l^^^>r-;V-l-^^V^^^f) 

COOH 




TLC:Ilf a59 (^nD*;VA:p(i'^-.il'=9 : 1) : 
NMR (300MIfeCDa.) -.tf 7.85-7.72 (m,4H), 7.60 (d. J = 16 IfelH), 7.52- 
738 (n. 5H). 7.12 (d, J - ZO Hz, IH), 6.45 (d, I = 16 Hz, IH), 6.17 (U - 2.0 Hz, 
IH), 5.16 (s, 2H), 4.21 (1, J = 6.8 Hz, 2H), 3.27 (t, I - 6.8 Hz, 2H). 



3» y<W3 (43) 

(2E) -3- (3- (2- {^-^^'Vy-a-f xh*S.-) -4- (t 




20 



TLC : Rf 0.59 (^Dn7j^;VA : p<^y-;i/=9 : D ; 
NMR (300 MHz. CDa3) : S 1.S7 (d, J = 16 Hz. IH). 7.84-7.76 (m. 3H), 7.72 (s. 
IH). 7.53-7.36 (m, 4H), 7.11 (d. J = 2.0 Hz, IH). 7.08 (s. IH). 6.17 (t, J = 2.0 Hz, 
IH). 6.12 (d. J = 16 Hz. IH), 4.97 (s. 2H), 4.26 (t. J = 6.8 Hz. 2H). 3.24 (t. J = 6.8 Hz. 
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2H)o 

mmms (44) 

(2E) -3- (2- (2- f;V) 3ih=^^) -4- (N 




TLC : Rf 0.51 i^uu^JVA : 19:1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.89-7.81 (pa, 4H), 7.75 (d, J = 16 Hz, IH), 
736-7.18 (m, 9H), 6.96 (s, IH), 6.85 (d, J = 8.1 Hz, IH), 6.45 (d, J = 16 Hz; IH), 
10 4.85 (s, 2H), 4.26 (t, J = 63 Hz, 2H), 3.21 (t, J = 63 Hz, 2H), 3.08 (s, 3H)o 

mmms (4 5) 

(2E) - 3- (2 - (2 - (:^7i57 V>-2 — r;V) aib^rS^) - 4 - (N 
-7'-i2^;i/-N-:7 3i-;i/:p^y^^;i/) 731— ;v) -2-:rD^>ig 



15 




TLC : Rf 0.67 (t5^Dn7}^;VA : ^^J^y— ;V= 9 : 1) ; 
NMR (300 MHz, CDQa) : d 8.09 (d, J = 16 Hz, IH), 7.88-7.75 (m, 4H), 7.50- 
7.27 (m, 7H), 7.02-6.94 (m, 2H), 6.82 (s, IH), 6.73 (d, J = 7.8 Hz, IH), 6.53 (d, J = 
16 Hz, IH), 4,85 (s, 2H), 4.25 (t, J = 6.6 Hz. 2H), 3.29 (t, J = 6.6 Hz, 2H), 1.88 (s, 
20 3H)o 
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3 (46) 



(2E) -3- (2- (2- ii-y^V>-2-^)V):^h^t.) -4- (N 

XOOH 




10 



15 



TLC:Rf 0.58 {^UW^AJ^ : -^^= ^ • D * 

NMR (300MHz.CDa3) : <y 8.11 (d, J = 16 Hz. IH), 7.89-7.75 (m, 4H). 7.55- 

730 (n, 9H), 7.02-6.61 (n, 2H), 6.55 (d, J = 16 Hz, IH). 4.80-4.22 (m, 4H), 334 (t, 

J = 6.6 Hz, 2H). 3.12-2.78 (m, 3H)o 

mmms (4 7) 

(2E) -3- (2- (2- (^7^V>-2-^;V) rn^J^^^/) "4- 

(^^x^_;v_i_^;vX5=-;i/) 7 3i^;i/) -2-rp^>m 

,COOH 

TLC : Rf 0.64 (^nn7}^;VA : 7l^5^>'-;i/=9 : D 5 
NMR (300 MHz, CDQ,) : S 8.02 (d, J = 16 Hz, IH), 7.88-7.74 (n, 4H). 7.57 (d. 

J = 1.8 Hz. IH). 7.50-7.36 (m, 5H). 6.76 (d. J = 8.1 Hz, IH), 6.72 (s, IH). 6.49 (d, J = 
16 Hz, IH), 6.29 (t, J = 23 Hz. IH). 5.29 (s, 2H). 4.20-4.06 (m. 2H), 3.47 (m, IH). 
1.54(d,J = 6.9Hz,3H)o 
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^^J3 (4 8) 

3- (2- ( (:^7^^>-2— f;i/) h=^2^) -4- (tf^ 



5 




TLC : Rf 0.57 (t5'Dn7h;i/A : ;>«;$'y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 12.08 (bis, IH), 8.76 (s, IH), 8.20-7.95 (m. 4H), 
7.75-7.60 (m, 3H), 7.36 (d, J = 0.9 Hz, IH), 7.14 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 
6.67 (d, J = 7.8 Hz, IH), 6.18 (t, J = 2.0 Hz, IH), 5.72 (s, 2H), 5.23 (s, 2H), 2.86 (t, J 
10 =7.7Hz,2H),2.57(t,J = 7.7Hz,2H)o 

mmm3 (49) 

3- (2- (2- (:^:7^l/>-2 — r;i') :i^h^iy) -4- (l^P— 



15 




T L C : R f 0.42 (^ n a:i^JVA : J — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 n.Z^ine (m, 3H), 7.72 (s, IH), lAl-131 (m, 3H), 
7.07 (d, J = 7.5 Hz, IH), 6.66 (t, J = 2.1 Hz, 2H), 6.63 (d, J = 7.5 Hz, IH), 6.55 (d, J 
= 1.5 Hz, IH), 6.18 (t, J = 2.1 Hz, 2H), 4.98 (s, 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.23 (t. 
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J = 6.6 Hz, 2H). 2.87 (t, J = 7.8 Hz, 2H), ^50 (t. J = 7.8 Hz. 2H)o 
^ f^l3 (5 0) 

3- (2- (2- (:h7^V>- 2 -4" (4-^^^^ 
5 tf^y-^V-l—f^^^^^^) rP>'V^lK 



COOH 



10 



15 




uco 



TLC : Rf 0.51 (^Dn7}^;VA : 0 : 1) ; 

NMR (300MHz,CDCl3) : S 7.83-7.75 (m, 3H), 7.72 (s, IH), 7.46-7.37 (m, 3H). 

732 (s. IH). 7.12-7.06 (n, 2H), 6.72-6.68 (m. 2H), 5.15 (s, 2H), 4.21 (t. J = 6.6 Hz. 

2H). 3.23 (t. J = 6.6 Hz, 2H). 2.87 (t, J = 7.8 Hz, 2H). 2.50 (t, J = 7.8 Hz. 2H). 2.03 (s, 

3H)o 

^ fiW3 (5 1) 

3- (2- (2- (:^7^V>-2-Y;^) :>^b^^» "4- (3, 5-^^ 

XOOH 





TLC:Rf 0.51 (e7nn3^;i/A:7i^^-;V=10 : 1) ; 
NMR (300 MHZ. CDCI3) : S 7.83-7.75 (m, 3H), 7.71 (s, IH), 7.46-7.37 (xn, 3H). 
7 04 (d, J » 7.8 HZ, IH). 6.59 (s, IH). 6.55 (d, J = 7.8 Hz, IH), 5.82 (s, IH), 5.13 (s, 
20 2H).4.19(t.J = 6.6Hz.2H),3.21(t.l = 6.6Hz,2H),2.85(U = 7.8Hz,2H),2.49(t. 
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J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.12 (s, 3H)o 
^^J3 (5 2) 

3- (2- (2- (i-y^u>-2-^ )\^) 3^h^^) -4-71— 
5 7fv-;i/p<^;i/:7ir:;i/) rD>'"?>^ 



T L C : R f 0.46 (T-fe b > : b;i/ai>= 1:1); 

N M R (300 MHz, CDCI3) : 6 7.85-7.77 (m, 3H), 7.72 (s. IH), 7.66-737 (m, 8H), 



10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.49 (t, J = 7.8 Hz, 2H)o 

iias^ja (5 3) 

3- (2- (2- (1, l'-tr7ai— ;V-4— <;V) aih^S^') -4- (If 

15 ^\/— — r;i/^5^;v) ;i/) rn^'i^K 

^COOH 



TLC : Rf 0.067 (^DD7^^;I/A) ; 

NMR (300 MHz, CDCQ : d 7.60-7.50 (m, 5H), 7.45-738 (m, 2H), 7.36-7.30 (m, 
4H), 7.09 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.68 (s, IH), 6.26 (t, J = 2.1 




6.99 (d, J = 7.2 m, IH), 638 (d, J = 1.8 Hz, IH), 6.41 (dd, J = 7.2, 1.8 Hz, IH), 4.23 
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Hz, IH), 5.25 (s, 2H), 4.15 (t. J = 6.6 Hz, 2H), 3.10 (t, J = 6.6 Hz, 2H), 2.88 (t. J = 
8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H)o 

^ fgiia (5 4) 

5 3- (2- (2- (:h7^V>-2-f;V) a^h^t^) -4-^W>f;VT 




H 



TLC:Rf 0.57 (^PD^^;VA : ^^^->'^= 1 0 ' 

NMR (300 MHz, CDCU : 6 12.0 (s. IH), 10.1(s, IH), 7.95-7.81 (m, 6H). 

10 7.59-7.41 (m 7H), 7.26 (dd, J = 8.1. 1.8 Hz, IH), 7.05 (d, J = 8.1 Hz, IH), 4.23 (t. J = 
63 Hz, 2H), 3.24 (U = 6.3 Hz, 2H), 2.70 (U = 7.5 Hz. 2H). 2.34 (t. J = 7.5 Hz, 2H)o 

mm ^\3 (5 5) 

3- (2- (2- (^7^VV-2-^;V) :nh^i^) -4- (N--^>^>^ 

15 >f;i.-N-pi^;vT^y) •7:>.-;v) rp;v^m 

,COOH 




T L C ; R f 0.56 (^D D3J^;VA : ->'V= 10:1) ; 

NMR (300 MHz. CDQ,) : S 7.86-7.75 (n. 3H), 7.65 (s, IH). 7.50-7.40 (m. 2H). 
7.37-7.12 (m. 6H), 6.97 (d, J = 7.8 Hz, IH). 6.58 (dd. J = 7.8. 1.8 Hz. IH), 6.43 (d. J 
20 = 1.8 Hz. IH). 4.01 (t, J = 6.6 Hz. 2H). 3.45 (s, 3H). 3.11 (t. J = 6.6 Hz. 2H), 2.79 (t. 
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J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 Hz, 2H)o 
^^J3 (5 6) 

3- (2- (2- (:^7:^U'>-2— 3ihdF-:^) -4- (N-^$^;i/ 



TLC : Rf 0.56 (^^nn7}K;i/A : ^^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) :6 7.85-7.76 (m, 3H), 7.75(s, IH), 7.48-7.39 (m, 3H), 
7.12 (d, J = 8.1 Hz, IH), 6.91 (d, J = 2.1 Hz, IH), 6.79 (dd, J = 8.1, 2.1 Hz, IH), 4.28 
10 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz; 2H), 3.26 (s, 3H), 2.89 (t, J = 8.1 Hz, 2H), 
2.89 (s, 3H), 2.52 (t, J = 8.1 Hz, 2H)o 

^^J3 (5 7) 

3- (2- (2- (:^7^U>-2— 1";^ - 4 - ^ i^';!/^' ^ ^ 

15 7 yxn/^>M 



TLC : Rf 0.49 (tj7DD7f:;i/A : pl^J^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCO ^ 12.1 (s, IH), 9.55(s, IH), 7.92-7.80 (m, 4H), 
733-7.42 (m 3H), 7.04 (d, J = 8.1 Hz, IH), 6.81 (d, J = 2.4 Hz, IH), 6.67 (dd, J = 8.1, 
20 2.4 Hz, IH), 4.20 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 2.92 (s, 3H), 2.68 (t, J 
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= 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 

mmm3 (5 8) 

3- (2- (2- (1, i'-i^7:c-;i'-2-'f;v) j^h^i^) -4- (1^ 
5 ^>;-;v-i->r;vp«5^>'v) ru;^>m 




T L C : R f 0.16 (^^"tfV : Wm:^'^}\^= 2:1) ; 
NMR (300MHz,CDCl3) : 6 7.53 (d, J = 3.0 Hz. IH), 7.45-7.21 (m, lOH), 7.07 
(d, J = 7.8 Hz. IH), 6.67 (dd. J - 7.5, 1.2 Hz, IH), 6.51 (s, IH). 6.26 (t. J = 2.1 Hz, 
IH), 5.21 (s. 2H). 3.94 (t, J = 7.2 Hz. 2H), 3.08 (t, J = 7.2 Hz. 2H), 2.82 (t. J = 7.5 Hz, 
2H), 2.47 (t, J = 7.5 Hz, 2H)o 

gg^ fgaa (5 9) 

3- (2- (2- (:^7^5'V>-2— <;!/) J^h=^^» -4- ^ 
^s^_;i,_l_^';v^^;v) 7ai-;i/) m^-^^m. 




TLC:Rf 0.51 (^DD5}x;VA : 7i^^-;V= 1 0 : 1) ; 



132 



wo 03/016254 



PCT/JP02/08120 



NMR (300 MHz, DMSO-d«) : d 8.72 (s, IH), 7.89-7.82 (m, 3H), 7.80 (s, IH), 
7.71-7.61 (m, 2H), 7.52-7.42 (m, 3HX 730-7.23 (m, 2H), 7.07 (s, IH), 7.06 (d, J = 
7.5 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 5.46 (s, 2H), 4.22 (t, J = 6.6 Hz; 2H), 3.18 (t, J 
= 6.6 Hz; 2H), 2.69 (t, J = 8.1 Hz; 2H), 234 (t, J = 8.1 Hz, 2H)o 



^^J3 (6 0) 

3- (2- (2- i±y^]y>-2-'iJ\^) -4- (3-^5^;V 

-2-;^-dpv-f 5;r\/U5^>- l—f ^I'pt^;!') 73:-;!/) :rDy'?>^ 



10 TLC : Rf 0.53 (i^DD7i^;i/A : ^^J^y— ;V= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.49-7.38 (m, 3H), 
7.06 (d, J = 6.9 Hz, IH), 6.78-6.70 (m, 2H), 4.29 (s, 2H), 4,26 (t, J = 6.3 Hz, 2H), 
336-3.22 (m, 2H), 3.26 (t, J = 63 Hz, 2H), 3.19-3.09 (m. 2H), 2.88 (t, J = 7.8 Hz, 
2H), 2.82 (s, 3H), 2.52 (t, J = 7.8 Hz, 2H)o 

15 

lljfS^JS (6 1) 

3- (2- (2- (:^7^l/>-2— f;i/) o^h^S^) -4- (2-;4-=^V 

1 — f;i/^^;i/) 7j:^^;i/) t'd^iv^ 



5 
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TLC : Rf 0.53 (e^ nD*:;i/A : ^'--'V'^ 1 0 : D ; 
NMR (300 MHz. CDa3) : 6 7.84-7.73 (m. 3H), 7.72 (s. IH), 7.47-7.35 (m. 3H). 
7.29 (m, IH), 7.21 (dd, J = 6.9, 2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.81 (s, IH). 
6.75 (d. J = 7.2 Hz, IH). 6.63 (d, J = 9.0 Hz, IHX 6.12 (dd, J = 6.6. 1.2 Hz, IH). 5.06 
5 (s, 2H), 4.23 (t, J = 6.6 HZ. 2H), 3.23 (t. J = 6.6 Hz, 2H). 2.87 (t, J = 7.8 Hz. 2H). 
2.50(t.J = 7.8Hz,2H)o 



3_ (2- (2- (1, 




TLC:Rf 0.39 D n^i^PVA : ^ ^ 1 0 ' D ^ 

NMR (300MHz. CDCU : <5 7.59-7.24 (m, IIH), 7.09 (d, J = 7.2 Hz, IH), 6.72 

(d, J = 7.5 Hz, IH). 6.67 (s, IH). 6.25 (t. J = 2.1 Hz, IH), 5.24 (s, 2H), 4.15 (t, J - 6.6 
15 HZ, 2H), 3.14 (t, J = 6.6 Hz. 2H). 2.87 (t, J - 7.5 Hz, 2H). 2.50 (t. J - 7.5 Hz, 2H)o 

^/jj^fgilS (6 3) 

3- (2- (2- ii-yi^u>-2"<M -4-7x-;vx;v 

20 
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TLC : Rf 0.69 tJUTi^JlJx : ^^y— ;i/= 10:1) ; 
N MR (300 MHz, CDOg) : 6 7.84-7.68 (m, 6H), 7.53-7.36 (m, 6H), 6.93 (d, J = 
8.1 Hz, IH), 6.68 (d, J = 1.8 Hz, IH), 6.58 (s, IH), 638 (dd, J = 8.1, 1.8Hz, IH), 
4.16 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.46 (t, J = 
5 7,5 Hz, 2H)o 

mmm3 (6 4) 

3- (2- (2- (:^7^$'^>-2 — f )]/) o^h^S^) - 4 -7^'fe5^;vr^ 



10 




TLC : Rf 0.41 (^uu-^))/A : ji^y^—f\/= 10:1) ; 
N M R (300 MHz, CDQ,) : 6 7.84-7.72 (m, 4H), 7.48-7.38 (m, 4H), 7.10 (d, J = 
1.8 Hz, IH), 7.03 (d, J = 8.1 Hz, IH), 6.69 (dd, J = 8.1, 1.8Hz, IH), 4.29 (t, J = 6.6 
Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.48 (t, J = 7.5 Hz, 2H), 
15 2.15 (s, 3H)o 

mmms (6 5) 

3- (2- (2- i-^y^U>-2 — f;i/) a^h=¥-2/) -4- (2-pt5^;i/ 
3 — l';i/:a"=3F5/'><^;v) ;i/) yu/^>^ 



20 
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TLC:Rf 0.56 (^Dn7j^;VA: ^^^-^1^=9 : 1) ' 
N MR (300 MHZ. DMSO-d,) : 6 7.98 (dd, J = 4.8, 1.2 Hz, IH), 7.89-7.80 (m. 4H). 
7.53-7.41 (m, 3H), 735 (dd, J = 8.3. 1.1 Hz. IH), 7.18-7.05 (m, 3H). 6.92 (dd, J = 
7.7. 1.4 Hz. IH). 5.07 (s, 2H), 4.28 (t. J = 6.4 Hz, 2H), 3.21 (U = 6.4 Hz. 2H), 2.73 
5 (t.j = 7.8Hz.2H),2.38(t,J = 7.8Hz,2H),237(s,3H)o 



10 



^ (6 6) 



3- (2- (4-pi^;v-2- (:^7^v>-l-^>'v) ^>f-;i/^=^e^) 

,COOH 




TLC :Rf 0.59 (^^n07}s;VA : ^ a' ^->'V- 1 0 = 1-) 5 
NMR(300MHz.DMSO-d.) :«y 8.23 (d, J = 8.4 Hz. IH), 7.91 (xn. IH). 7.84-7.68 

(m, 2H). 7.62-7.34 (n, 5H). 6.98 (d. J = 7.2 Hz, IH), 6.81 (s, IH), 6.60 (d, J = 7.2 Hz. 
IH), 6.20 (t, J = 2.1 Hz. IH). 5.18 (s, 2H). 4.18-3.99 (m, 3H). 2.54 (t, J = 7.5 Hz, 2H). 
15 2.16 (t, J = 7.5 Hz. 2H), 1.99-1.78 (m, 2H), 1.44 (m, IH). 0.87 (d, J = 6.6 Hz. 
3H), .082 (d, J = 6.6 Hz. 3H)o 



3 (67) 



20 



3- (2- (2- (^y^/^:t7ai> 
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TLC : Rf 0.49 (^DD4>;1/A ; J—}\/= 10:1) ; 
NMR (300 MHz, DMSO-d.) : 6 7.97 (dd, J = 6.6, 1.2 Hz, IH), 7.90 (dd, J = 6.6, 
1.5 Hz, IH), 7.76 (d, J = 1.5 Hz, IH), 7.54 (s, IH), 7.45-733 (m, 3H), 7.04 (d, J = 
5 7.8 Hz, IH), 6.88 (s, IH), 6.64 (d, J = 7.8 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.22 (t. J = 6.6 Hz, 2H), 331 (t, J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 2H), 233 (t, 
J = 7.5 Hz, 2H)o 

IliS^ja (6 8) 

10 3- (2- (2- (:^7^$'l/>-2— r;V) 3ib#$/) -4- (trU5^>- 
3 — r;v;^^:^'p<5^;^) 7^^— ;i/) T'n/ivm 




T L C : R f 0.50 (^ p n : ^ ^ — 9:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.32 (d, J = 2.7 Hz, IH), 8.14 (dd, J = 4.7, 1.4 Hz, 
15 IH), 7.89-7.80 (m, 4H), 7.54-7.38 (m, 4H), 7.30 (m, IH), 7.11 (d, J = 7.8 Hz, IH), 
7.06 (d, J = 1.5 Hz, IH), 6.92 (dd, J = 7.8, 1.5 Hz, IH), 5.09 (s, 2H), 4.27 (t, J = 6.4 
Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H)o 

(6 9) 

20 3- (2- (2- (-r>K-;i/-l — f.'V) 3ih^r5^) -4- (l^^vT— ;!/ 
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6"- 



COOH 




TLC : Rf 0.48 (^=3p1^> : 1:2); 
N MR (300 MHz, CDQ,) : 6 7.61 (d, J = 8.1 Hz, IH), 7.53 (dd. J = 2.1, 0.6 Hz, 
5 IH), 7.37 (dd, J = 8.1, 0.8 Hz, IH), 7.31 (dd, J = 2.1, 0.6 Hz, IH), 7.25-7.17 (m, 2H), 
7.13-7.05 (m, 2H), 6.71 (dd, J = 7.7, 1.7 Hz, IH), 6.56 (d, J = 1.2 Hz, IH), 6.50 (dd, J 
= 3 J, 0.9 Hz, IH), 6.25 (t, J = 2.1 Hz. IH). 5.20 (s. 2H), 4.51 (t, J = 5.3 Hz, 2H), 
4.20 (t, J = 5.3 Hz, 2H), 2.82 (t, J = 7.7 Hz, 2H), 2.44 (t, J = 7.7 Hz, 2H)o 

10 mmmz (7 0) 

3- (2- (2- (l-p<5=-;V>r>b*-;V-2— f^V) ^^ib^Jpi/) - 4- (tf 

^ ^ ^COOH 



TLC : Rf 0.42 (^Dn5}^;i/A : ^^y'— ;v= 10:1) ; 
15 N MR (300 MHz, CDQ,) : 6 7.60 (d. J = 7.8 Hz. IH), 7.53 (d, J = 1.8 Hz, IH), 
7.33 (d, J = 1.8 Hz, IH), 7.32-7.05 (m, 4H), 6.95 (s, IH), 6.73-6.65 (m, 2H), 6.25 (t, 
J = 1.8 Hz, IH), 5.23 (s, 2H). 4.16 (t, J = 6.6 Hz, 2H), 3.72 (s, 3H), 3.22 (t, J = 6.6 Hz, 
2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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^^J3 (7 1) 

3- (2- (2- (^>V^5^5|-7iii>-2— -4- (t:^ 

1— T'n^'^v® 

^COOH 



5 TLC : Rf 0.47 (^nD7iv;i/A : ^^y— ;p= 1 0 : 1) ; 

N MR (300 MHz, DMSO-d«) : 6 7.86 (m, IH), 7.78 (d, J = 1.8 Hz, IH), 7.73 (m, 
IH), 7.43 (d, J = 1.8 Hz, IH), 7.35-7.23 (m, 3H), 7.07 (d, J = 7.5 Hz, IH), 6.88 (s, 
IH), 6.66 (d, J = 7.5 Hz, IH), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.20 (t, J = 6.0 
Hz, 2H), 336 (t, J = 6.0 Hz, 2H), 2.76 (t, J = 7.8 Hz, 2H), 2.39 (t, J = 7.8 Hz, 2H)o 



3- (2- (2- (^>\/7^>-2-'f;i/) J^hdpi^) -4- (l^^V^— 

1 — <;i'^5^;i') y^uj^i^m. 



15 TL C : Rf 0.45 (^nD?}^;VA : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d«) : d 7.78 (d, J = 1.8 Hz, IH), 7.55-7.46 (m, 2H), 7.43 
(d, J = 1.8 Hz, IHX 7.26-7.14 (m, 2H), 7.05 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 6.70- 
6.62 (m, 2H), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.25 (t, J 
= 6.3 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 




10 




COOH 
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^^J3 (73) 

3- (2- (2- (:J-7i5^V>-2-'r;V) aih^pi/) -4- (2-^5^;^ 



T L C : R f 0.39 P P5}^;VA : ^ i^ — ;V= 9:1); 
NMR (300 MHz, CDCI3) : <y 8.24 (d, J = 3.0 Hz, IH), 7.85-7.72 (m, 4H), 
7.50-738 (m. 3H), 7.20-7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.95-6.85 (m, 2H), 
4.99 (s. 2H), 4.29 (t, J = 6.6 Hz. 2H), 3.28 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 
10 2.54(t,J = 8.1Hz,2H),2.48(s,3H)o 

mmms (7 4) 

3- (2- (2- (^7^U>-2-'f;i/) :nb:?ri/) -4- (1^US^>- 



T L C : R f 0.41 (^=3plJ-> : Wl^:^^)^- 1:1); 
NMR (300 MHz, CDCO : <y 8-20 (m, IH), 7.84-7.61 (m. 5H), 7.48-737 (m, 3H), 
7.13 (d, J = 8.1 Hz, IH), 6.97 (m, IH), 6.86 (dt, J = 8.4, 1.1 Hz, IH), 6.68-6.59 (m, 
2H). 4.22 (t, J = 6.7 Hz, 2H), 3.26 (t, J = 6.7 Hz, 2H), 2.90 (t, J = 7.9 Hz, 2H), 2.55 (t, 
20 J = 7.9Hz,2H)o 



5 




15 
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^^J3 (7 5) 

3- (2- (2- i±yi^U>-l—()]/) :s^h^^) -4- 



5 




TLC : Rf 0.30 {^aUTiKjVA : ^^S^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 8.07 (d, J = 8.1 Hz, IH), 7.87 (d, J = 7.5 Hz, IH), 
7.76 (dd, J = 6.3, 3.3 Hz, IH), 7.57-7.42 (m, 5H), 733 (d, J = 2.4 Hz, IH), 7.08 (d, J 
= 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz^ IH), 6.66 (s, IH), 6.24 (t, J = 2.4 Hz, IH), 5.21 (s, 
10 2H), 4.27 (t, J = 6.6 Hz, 2H), 3.56 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.2 Hz, 2H), 2.49 (t, 
J = 7.2Hz,2H)o 

(7 6) 

3- (2- (2- (ij7Dv>-2— r;i/) Jif=^2^) -4- (tr^v^— 
15 1-^ JVs^'^JV) 7^^;i/) 7°n7i>^ 




T L C : R f 0.31 D D3f:;i/A : ^ y — ;v= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.55 (d, J = 1.2 Hz, IH), 7.39 (d, J = 1.8 Hz, IH), 
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7.13 (d, J = 8.4 Hz, IH), 7.09-7.02 (m, 2H), 6.87-6.70 (m, 4H). 6.28 (t, J = 1.8 Hz, 
IH), 5.28 (s, 2H), 4.35-4.09 (m, 3H), 2.92 (t. J = 7.2 Hz, 2H). 2.90-2.70 (m, 2H), 
2.61 (t, J = 7.2 Hz, 2H), ^20-2.00 (m, 3H), 1.88-1.75 (m, lH)o 

5 mmms (7 7) 

3- (2- (2- ii-y'$^U>-2-^)l) 3ihdpS^) -4-73i^:3pS/7 



TLC : Rf 0.60 i^^1^> : B^^3^5^;v= 1 : 1) ; 
10 NMR (300 MHz, CDCQ : <5 7.84-7.70 (m, 4H), 7.50-7.25 (m, 5H), 7.14-6.94 (m. 
4H), 6.56 (d, J = 2.4 Hz, IH). 6.47(dd, J = 8.1, 2.4 Hz, IH), 4.19 (t, J = 6.5 Hz, 2H), 
3.25 (t. J = 6.5 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H). 2.53 (t, J - 7.8 Hz, 2H)o 

^^J3 (7 8) 

15 3- (2- (2- il-^^)V-i>\'-)V-3-^)V) -4- (l^ 



TLC : Rf 0.38 (^J7DD/^;1/A : 15:1) ; 

NMR (300 MHz, CDCI3) : 6 7,61 (m, IH), 7.53 (d. J = 1.8 Hz, IH), 7.34 (d, J = 
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1.8 Hz, IH), 733-7.19 (m, 3H), 7.16-7.08 (m, 2H), 6.96 (s, IH), 6.74-6.66 (m, 2H), 
6.25 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.75 (s, 3H), 3.22 (t, J 
= 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 8.1 Hz; 2H)o 

5 mmms (79) 

3- (2- (2- (r^7^lx>-2 — r;i/) :iih^i^) -4- (4-^5^;i/ 



TLC : Rf 0.45 (^DD5jt;i/A : 7 : 1) ; 

10 N M R (300 MHz, CDa,) : <y 7.84-7.58 (m, 5H), 7.47-7.36 (m, 3H), 7.14-7.07 (m, 
IH), 6.88-6.44 (m, 3H), 4.93 and 4.91 (s, 2H), 4.22-4.08 (m, 2H), 3.27-3.17 (m, 2H), 
2.95-2,85 (m, 2H), 2.60-2.49 (m, 2H), 2.20 and 2.08 (s, 3H)o 

g^^J3 (8 0) 

15 3- (2- (4-p«5=-;i/-2 - (:^>'^l^>-2--r;^) ^>5^;i/:4-^S/') 
-4- (tf^v^— 1 — f ;i/p«5^;i/) 7^^;i/) :7'd>'1>^ 





T L C : R f 0.47 {^UU^JVA : ^ ^ y >-;i/= 10:1) 
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NMR (300 MHz, CDCI3) : 5 7.83-7.76 (m. 3H), 7.70 (s. IH), 7.53 (d, J - 1.8 Hz, 
IH), 7.47-7.37 (m. 3H), 7.34 (d, J = 1.8 Hz, IH), 7.05 (d, J = 7.5 Hz. IH). 6.71-6.64 
(m, 2H). 6.26 (t, J = 1.8 Hz, IH). 5.23 (s. 2H). 4.14-3.99 (m. 2H). 3.33 (m. IH). 2.89- 
2.66 (m, 2H). 235 (t, J = 7.5 Hz, 2H). 1.88-1.42 (m, 3H), 0.91 (d. J = 6.3 Hz, 3H). 
5 0.89(d,J = 63Hz.3H)o 



aaftte^i 3(81) 

3- (2- (2- i^y^\y>-2-^)\y) 3ih^$^) -4- 




TLC : Rf 0.51 (i7DD5rt;VA : P^^^'— ^^1^=9 • 1) ' 
NMR (300MHz,CDCl3) :6 8.27 (dd, J = 4.5, 1.2 Hz. IH), 7.84-7.70 (m. 4H). 
7.50-7.27 (m, 5H), 7.13 (d, J = 7.8 Hz, IH), 6.96 (s, IH), 6.87 (d, J = 7.5 Hz, IH). 
5.17 (s, 2H). 4.31 (t. J = 63 Hz, 2H). 3.28 (t. J = 63 Hz. 2H), 2.89 (t, J = 8.1 Hz, 2H). 
15 2.52(t,J = 8.1Hz,2H)o 



^ ^^13 (8 2) 

3- (2- (2-pi h^>>-2- (±y^U>-2-^)V) 3^b^2/) -4 
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TLC : Rf 0.31 (i7Dn3i^;i/A : ;i/= 10:1) ; 

N M R (300 MHz, CDCQ : 6 7.90-7.80 (m, 4H), 7.55-7.45 (m, 4H), 733 (d, J = 
2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.71 (dd, J = 7.8, 1.5 Hz, IH), 6.64 (s, IH), 
6.25 (t, J = 2.1 Hz, IH). 5.23 (s, 2H), 4.73 (dd, J = 6.9, 4.8 Hz, IH), 4.22 (dd, J = 9.9, 
5 6.9 Hz, IH), 4.07 (dd, J = 9.9, 4.8 Hz, IH), 3.37 (s, 3H), 2.87 (t, J = 7.5 Hz, 2H), 
2.53 (dt, 7.5, 7.5 Hz, 2H)o 

mmms (8 3) 

3- (2- (4-^^;i'-2-7a:r:;V^>^;V;a-df^$/') -4- (fcT^VT— 

10 1 — f;i/p<5^;i/) 7^1— ;!/) T'n^^iv^ 



TLC : Rf 0.44 (^Da7f:;VA : ^i5^y—;b= 1 0 : 1) ; 
N MR (300 MHz, CDCQ : 6 7.54 (m, IH), 7.38-7.17 (m, 6H), 7.07 (d, J = 7.5 Hz, 
IH), 6.69 (dd, J = 7.5, 1.5 Hz, IH), 6.65 (s, IH), 6.26 (t, J = 2.4 Hz, IH), 5.24 (s, 2H), 
15 4.06-3.91 (m, 2H), 3.15 (m, IH), 2.90-2.68 (m, 2H), 2.40 (t, J = 7.8 Hz, 2H), 1.78- 
1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

gaite^J3 (8 4) 

3- (2- (4-^^;V-2 -7^::— ;i/^i^5=-;i/:r^rS^) - 4 -7 :3rt^ 

20 ;i/) y^vz-^^m 
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TLC : Rf 0.35 (^=^r1f> :fm^^)^=2 : 1) o 
^mm^ (8 5) 

5 3- (2- (2- (:h7^V>-2->f;V) -4-7xy:3p$. 




T L C : R f 0.21 {^^"^^ : i^m3^^>'^= 2:1); 
NMR(300MHz.CT>Cl3):fi 7.82-7.78 (m. 3H), 7.74 (brs, IH). 7.48-7.39 (m, 3H), 
7.30-7.25 (m, 2H), 7.13 (d, J = 7.8 Hz. IH). 6.97-6.90 (m. 5H), 4.99 (s, 2H). 4.29 (t, 
J = 6.6 Hz. 2H), 3.27 (t. J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.56-2.51 (m. 2H)o 



mmm\s (8 6) 

3_ (2- (2- (:?-7^V>-2->f;V) -4-7a.r:;vr^ 

15 rD>''«> 
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TLC : Rf 0.45 (^DD3i^;VA : ^^^—Jl^=9 : 1) o 
5 3- (2- (2- i±y^U>-2—<JU) ^h=^S^) -4- (N-7ai::^ 




TLC : Rf 0.45 i>7tiia:^)\/A : ^^y'— ;V=9 : 1) o 

10 mmm3 (8 8) 

3- (2- (2- (:^7^1x>-2-'f ^V) a^b^E^S/) -4- (N-^if^;!/ 




TLC : Rf 0.45 (^nn;J.;VA : ^^'y— ;i/=9 : 1) o 

15 
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^ms (s 9) 

3- (2- (2- (:h:7^S^V>-2-^;V) "4- (3- (^^ 

>>r-;v-l-^;i/) 7-nVf;i/) yruA>m 

.COOH 




5 TLC:Rf 0.51 (^nD4^;i/A:p<^^->'l^=10 • ; 

NMR(300MHz,CDa3) : (5 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.51 (d, J = 2.1 Hz, 

IH), 7.49-7.38 (m, 3H), 7.33 (d. J = 2.1 Hz, IH). 7.03 (d, J = 7.5 Hz. IH), 6.69-6.61 
(m. 2H), 6.23 (t. J = 2.1 Hz, IH), 4.25 (t, J = 6.6 Hz, 2H), 4.11 (t, J = 7.2 Hz, 2H), 
3.27 (t, J = 6.6 Hz. 2H). 2.»7 (t, J = 7.2 Hz. 2H). 2.58-2.47 (m, 4H). 2.22-2.10 (m, 
10 2l£)o 

mmms (9 0) 

3- (2- (2- (:^7a^V>-2-^;V) "4- (2-^'nD 

XOOH 



15 




TLC : Rf 0.60 (^7DD7^;VA : >>V=9 = 1) ' 

NMR (300MHz,CDCl3) :S 7.84-7.72 (m. 4H), 7.49-7.38 (m, 3H). 7.24 (d, J = 
8.1 Hz, IH), 7.13 (d, J = 7.5 Hz, IH). 7.03 (s. IH), 6.95-6.89 (m, IH). 6.77 (s, IH), 
6.74-6.68 (m. IH), 5.06 (s. 2H). 4.31 (t, J = 6.6 Hz. 2H), 3.28 (t, J = 6.6 Hz, 2H). 
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2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.29 (s, 3H)o 

mmm3 o i) 

3- (2- (2- (:^7^5'V>-2-'f;V) -4- (3-$/7^ 

5 7 3iydF-$/';>(5=-;i/) T'D.^S^® 



TLC:Rf 0.60 (iJ^ p D5f:;i/A : ^ tJ' ^ — ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : <y 7.84-7.72 (m, 4H), 7.50-731 (m, 4H), 7.28-7.12 (m, 
4H), 6.92-6.86 (m, 2H), 4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 8.1 Hz, 2H), 2.54 (t, J = 8.1 Hz, 2H)o 

H^^JS (9 2) 

3- (2- (2- (:^7^5^U>-2--f;i/) J^h^i/) -4- i2-:>ih^ 



TLC : Rf 0.54 (^7Dn5t>;i/A : ^^y'— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.70 (m, 4H), 7.50-738 (m, 3H), 7.11 (d, J = 

7.5 Hz, IH), 7.00-6.80 (m, 6H), 5.09 (s, 2H), 4.28 (t, J = 6.3 Hz, 2H), 3.86 (s, 3H), 




15 




149 



wo 03/016254 



PCT/JP02/08120 



3^6 (t, J = 6.3 Hz, 2H), 2.89 (t. J = 7.8 Hz. 2H), 2.51 (t. J = 7.8 Hz, 2H)o 
^^13 (9 3) 

3- (2- (2- (^7^V>-2-^;i/) -4- (2-^5^;V 

5 7:^J^->^^)V) y:^-)V) rD;1>m 




TLC : Rf 0.54 (^nOJ^i^A : .'^=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.84-7.72 (m, 4H). 7.50-7.38 (m, 3H), 7.20-7.10 (m, 
3H). 6.98-6.82 (m, 4H). 5.01 (s. 2H), 4.30 (t, J = 6.6 Hz. 2H), 3.28 (t, J = 6.6 Hz, 2H). 
10 2.91 (t. J = 7.8 Hz. 2H). 2.53 (t, J = 7.8 Hz. 2H), 2.27 (s. 3H)o 

mmm3 (9 4) 

3- (2- (2-7 3i-;vjih^e^) -4-7a.ydesxp<^;i/7:n-;v) 




TLC : Rf 0.65 C^^-y-V : i^m3^^-'^= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.34-7.19 (m, 7H), 7.13 (m. IH), 6.99-6.90 (m, 5H). 

4.99 (s, 2H), 4.20 (t, J = 6.6 Hz. 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.93-2.87 (m. 2H). 
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2^7-2.52 (m. 2H)o 
^^J3 (9 5) 

3- (2- (2-y:^—)v:x^h^-» - 4- — r;M^;i/) 

5 7 3^=:)]/) yu?^\/WL 



TLC:Rf 0.58 (^DDJjtAA : ^^>'—;^= 9 : 1 ) ; 
N M R (300 MHz, CDCI9) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36-7.20 (m, 6H), 7.09 (d, 
J = 7.2 Hz, IH), 6.71 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.26 (t, J = 1.8 Hz, IH), 5.22 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 3.07 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8 Hz, 2H)o 

3(96) 

3- (2- (4-p«5^;i/-2- (3, 5-i^;A^j]/7:ii-)V) ^^y^M^ 
15 2/) -4- (i^^\/— 1 —f 5^;i/) 731— T'Dy'?^^ 

^COOH 





T L C : R f 0.50 (B^^o:^;!/) 
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NMR (300 MHz, CDQ,) : 6 7.54 (d, J = 2.1 Hz, IH). 735 (d, J = 2.1 Hz, IH), 
7.08 (d. J = 7.8 Hz, IH), 6.84 (s, 3H), 6.69 (d, J = 7.8 Hz, IH), 6.65 (s, IH), 6.26 (d, 
J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01-3.89 (m, 2H), 3.12-3.02 (m, IH), 2.90-2.72 (m. 
2H), 2.45 (t, J = 7.8 Hz, 2H). 2.29 (s, 6H), 1.71-1.42 (m, 3H). 0.90-0.87 (m, 6H) o 



mmm3 (9 7) 

3- (2- (4-^^;v-2- (4--7;^:^D-3-^5^;v:7ai-;W ^> 



10 TLC : Rf 0.47 (^PP'J^.'VA : ^^J'^— 1 9 : 1) ; 

NMR (300MHz,CDCl3) :6 7.54 (dd, J = 2.1. 0.5 Hz, IH), 7.35 (dd, J = ^1, 0.5 
Hz, IH), 7.10-6.87 (m, 4H), 6.71 (dd, J = 7.4, 1.4 Hz, IH), 6.64 (d, J = 1.4 Hz, IH), 
6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 3.98 (dd, J = 8.9, 6.0 Hz. IH). 3.89 (dd. J = 8.9. 
7,5 Hz, IH), 3.09 (m, IH), 2.89-2.68 (m. 2H), 2.41 (t, J = 8.0 Hz, 2H), 2.24 (d, J = 

15 1.8 Hz, 3H), 1.71-1.37 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.88 (d, J = 6.6 H z, 3H)o 

miMms (9 8) 

2- (2- (2-7a.n;Vxb:3ei^) -4- i\^^^J-)V-l-'<)V^^f^) 
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TLC : Rf 0.34 (t?DDJi^;i/A : y<^y—JV=2 0:1) ; 
N M R (300 MHz, CDCL,) : S 8.01 (dd, J = 7.8, 1.5 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.15 (m, 8H), 7.06 (d, J = 7.8 Hz, IH), 6.89 (d, J = 7.8 Hz, IH), 6.70-6.65 
5 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 435 (s, 2H), 4.08 (t, J = 6.9 Hz, 2H), 
2.97 (t, J = 6.9 Hz, 2H)o 

^M^J3 (9 9) 

2- (2- (2- (r^^^J' V>-2— f ;i') a^h=3E^S>') -4- (t^^^— 

10 - 1 - ^ 5^;i/) ^ > i?;!/) 




TLC : Rf 0.34 {^aU7}ri)]/A : ;i/=2 0:1) ; 

NMR (300 MHz, CDCI3) : S 7.98 (dd, J = 7.8, 1.5 Hz, IH), 7.80-7.67 (m, 3H), 
7.60 (s, IH), 7.53 (d, J = 1.8 Hz, IH), 7.43-7.38 (m, 2H), 7.32-7.18 (m, 4H), 6.99 (d, 
15 J = 7.8 Hz, IH), 6.87 (d, J = 7.8 Hz, IH), 6.67-6.60 (m, 2H), 6.23 (s, IH), 5.18 (s. 
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2H), 4.35 (s, 2H), 4.14 (t, J = 6.3 Hz, 2H). 3.11 (t, J = 6.3 Hz, 2H)o 



3 (10 0) 



2- (2- {4-;A^)V-2-y^::^)^^>^f^^^^>^ -4- (t^-^V- 



COOH 




10 



TLC : Rf 0.58 (<J7DP>}^;VA : ^^y-;V=l 0 : 1) ; 

NMR (300 MHz, DMSO-d.) : 6 8.04 (d, J = 7.5 Hz, IH). 7.54 (d. J = 2.1 Hz, IH), 

7.40-7,10 (m, 8H), 6.97 (d, J = 7.8 Hz, IH), 6.90 (d, J = 7.2 Hz. IH), 6.70-6.60 (m, 

2H). 6.25 (t, J = 2.1 Hz, IH), 5.19 (s, 2H), 4.36 (d, J = 16.5 Hz, IH), 4.27 (d. J = 16.5 

Hz, IH), 3.94 (d, J = 63 Hz, 2H), 3.02 (m, IH), 1.62-1.20 (m, 3H). 0.79 (d, J = 6.3 

Hz,6H)o 



^13 (10 1) 



15 2- (2- (4-^5-;V-2- (3, 5-i^^5^;V7a.-;V) 

_4_ (^;7^^-;v-l-^;^p<5-;v) -^>i^;v) 
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TLC : Rf 0.60 iPuu:^}]/J^ : ^^y— ;i/= 10:1) ; 
N MR (300 MHz, DMSO-d^) : 6 8.03 (dd, J = 7.5, 1.2 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.23 (m, 3H). 6.99 (d, J = 6.9 Hz, IH), 6.89 (d, J = 8.1 Hz, IH), 6.84-6.76 
5 (m, 3H), 6.68-6.60 (m, 2HX 6.24 (t, J = 1.8 Hz, IH), 5.1 7 (s, 2H), 4.39 (d, J = 16.2 
Hz, IH), 431 (d, J = 16.2 Hz, IH), 3.90 (d, J = 6.3 Hz, 2H), 2.96 (m, IH), 2.24 (s, 
6H), 1.60-1.26 (m, 3H), 0.79 (d, J = 6.3 Hz, 6H)o 

^^-13 (10 2) 

10 3- (2- (4-^^;i/-2- (4-p« h=?PS^- 1, 3-i^7i-^-\)-^>ir> 

-6 — f;i/) ^>5^;i/:^^$^) -4- (i^^\/— ;v-i — f;i/p«^>»v) 731 




T L C : R f 0.65 (g^^ai5=-;W) ; 
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NMR (300MHz,CDCl3) :6 7.54 (d, J = 2.1 Hz. IH), 7.36 (d, J = 2.1 Hz, IH), 
7.08 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.44 (d, J = 1.5 Hz, 
IH), 6.40 (d. J = 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz. IH), 5.93-5.91 (m. 2H), 5.24 (s, 
2H), 4.00-3.85 (m, 2H), 3.89 (s, 3H), 3.10-3.00 (m, IH), 2.91-2.71 (m. 2H), 2.43 (t, J 
5 = 7.5 Hz, 2H), 1.66-1.43 (m, 3H), 0.90-0.87 (m, 6H)o 

mmm3 (i o 3) 

3- (2- (2- (r?-7^5^V>-2-'f;V') -4- (3-5^7^ 

7 7x-;v) yx2/^>m 



TLC : Rf 0.53 (^Dn*:;VA : ^^y-;V=9 : 1) ; 
NMR (300 MHz. CDCI3) : & 7.84-7.75 (m, 3H), 7.73 (s, IH), 7.49-7.38 (m. 3H), 
7.22 (t. J = 7.8 Hz, IH). 7.11 (d, J = 7.8 Hz, IH). 6.96 (d, J = 7.8 Hz, IH), 6.86-6.74 
(m, 4H). 4.30-4.20 (m. 4H). 3.27 (t, J = 6.3 Hz, 2H). 2.90 (t, J = 7.8 Hz. 2H), 2.54 (t, 
15 J = 7.8Hz,2H)o 

^^J3 (10 4) 

3- (2- (2- (:)-7^l/>-2-^;i/) aih:^^^/) -4- (2-p<5^;1/ 



10 
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TLC:Rf 0.53 (^'DDTh;^^ : ^ y'— ;V= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.50-7.38 (m, 3H), 
7.14-7.04 (m, 3H), 6.92-6.84 (m, 2H), 6.67 (t, J = 7.8 Hz, IH), 6.60 (d, J = 7.8 Hz, 
5 IH), 4.32-4.22 (m, 4H), 3.26 (t, J = 63 Hz, 2H), 2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 
8.1Hz,2H),2.15(s,3H)o 

^gij 3 (10 5) 

3- (2- (2- i^:7^U>-2—( )V) Jihdps^) -4- (l^'Ji^V- 




TLC : Rf 0.41 (^7nD>^;i/A : .j^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDQa) : 6 8.05 (d, J = 2.7 Hz, IH), 7.94 (dd, J = 4.5, 1.5 Hz, 
IH), 7.84-7.74 (m, 3H), 7.72 (brs, IH), 7.48-7.36 (m, 3H), 7.14-7.04 (m, 2H), 6.92- 
15 6.78 (m, 3H), 4.28-4.18 (m, 4H), 3.25 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 
2.55 (t, J = 7.5 Hz, 2H)o 

^^#1 3 (10 6) 
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3_ (2- (2- (^>y'<;i/T^^) -4- 1 

—f 7x-;v) 7°nyi>^ 



T LC : Rf 0.48 (:J7nn^;i/A : ^<5^y— ;i^= 9 : 1) ; 
5 N MR (300 MHz, CD,OD) : 6 7.85-7.77 (m, 2H), 7.65 (d, J = 2.1 Hz. IH), 
7.55-7.40 (m, 4H), 7.10 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 6.70 (d, J = 7.5 Hz, IH). 
6.30 (dd, J = 2.1, 2.1 Hz, IH), 5.28 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 3.78 (t. J = 5.7 
Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H)o 

10 (107) 

3- (2- (2- (7 3i-;v>i;i/7jx-;vT^>') J^b=^r^>') -4- (if^V 



TLC : Rf 0.48 (^Dn7r;;i/A : pt^y'— ;V=9 : 1) 5 
15 NMR (300 MHz, CD3OD) : 6 7.89-7.84 (m, 2H), 7.64 (d, J = 2.1 Hz, IH), 
7J8.7.46 (m, 4H), 7.08 (d, J = 7.8 Hz, IH), 6.70 (d, J = 7.8 Hz, IH), 6.66 (s, IH), 
631 (t, J = 2.1 Hz. IH), 5.26 (s. 2H). 3.93 (t, J = 5.7 Hz, 2H). 3.28 (m, 2H), 2.83 (t, J 
= 7.5 Hz, 2H). 2.49 (t, J = 7.5 Hz, 2H)o 
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mmM3 (10 8) 

3- (2- (2- (N-^5^;i/-N-73i^;i/;^;i/sjt-;i/r^^) J^h^s^) 




5 TLC : Rf 0.67 (^dd4^;VA : jj^a^y— ;i/=9 : 1) ; 

N MR (300 MHz, CDCQ : 6 7.80 (d, J = 8.1 Hz, 2H), 7.64-7.49 (m, 4H), 7.40 (d, 
J = 2.1 Hz, IH), 7.13 (d, J = 7.8 Hz, IH), 6.76 (d, J = 7.8 Hz, IH), 6.65 (d, J = 2.1 Hz, 
IH), 6.29 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 3.44 (t, J = 5.4 Hz, 
2H), 2.90 (t, J = 7.5 Hz, 2H), 2.90 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H)o 

10 

(109) 

3- (2- (2-P< h:^$^-3-:7 3:>':^i^:rD7i^dE^-» -4- (if^^/— 




15 T L C : R f 0.35 (B^3i^;i/) ; 

NMR (300 MHz, CDOj) : 6 7.54 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
731-7.28 (m, 2H), 7.12 (d, J = 7.2 Hz, IH), 6.98-6.91 (m, 3H), 6.76-6.71 (m, 2H), 
6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.20-4.07 (m, 4H), 3.97-3.90 (m, IH), 3.56 (s, 
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3H), 2.93 (t, J = 7.5 Hz, 2H), 2.64-2.58 (m, 2H)o 
^^J3 (110) 

3- (2- i2-3^h^ty-3-yj:^>f^->y^^^^) -4- (t;^^/- 
5 1— f rn;ivm 



T L C : R f 0.45 ; 

NMR (300MHz,CDa3) : (5 7.54 (d, J = 1.8 Hz, IH), 7 J6 (d, J = 1.8 Hz. IH). 
7.31-7.27 (m, 2H), 7.12 (d, J = 7.5 Hz, IH), 6.98-6.91 (m, 3H), 6.75-6.71 (m, 2HX 
10 6.27 (t, J = 1.8 Hz, IH), 5.26 (s, 2H), 4.16-3.99 (m, 5H), 3.75 (q, J = 6.9 Hz, 2H), 
2.96-2.90 (m, 2H), 2.65-2.59 (m, 2H), 1.24 (t, J = 6.9 Hz, 3H)o 

^<^'3 (111) 

3- (2- (2- (:^7<$'^V-2— f;V) 3LY:3^iy) -4- (If^V^-^V 



TLC : Rf 0.24 : t^iK3i5=-;V= 2 : 1. 0.5%B^m) ; 

NMR (300 MHz, CDCI3) : ^ 7.82-7.74 (m, 3H), 7.68 (s, IH), 7.56 (d, J = 2.1 Hz, 
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IH), 1A1-I3i (JO, 3H), 736 (dd, J = 8.1, 1.8 Hz, IH), 7.13 (s, IH), 6.51 (s, IH), 
6^ (t, J = 2.1 Hz, IH), 5.36 (s, 2H), 4.12 (t, J = 6,6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H), 
2.81 (t, J = 7.8 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H)o 

5 ^^J3 (112) 

3- (2- (2- (:^7^$'^>-2-'f;l/) -4- (l^^V^— 

-1 — f;i/^5^;v).-5-^ h=^$/7 3iri;i/) rp^'^vm 




TLC : Rf 0.30 ('s^rtfV : @^i^Ji5^;V= 1 : 1> 0.5%!^^) ; 
10 N M R (300 MHz, CDCQ : 6 7. 92-1.1 A (m, 3H), 7.69 (bs, IH), 7.52 (d, J = 2.1 Hz, 
IH), IAI'135 (m, 4H), 6.70 (s, IH), 6.59 (s, IH), 6.22 (t, J = 2.1 Hz^ IH), 5.27 (s, 
2H), 4.14 (t, J = 6.6 Hz, 2H), 3.76 (s, 3H), 3.18 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 
2H), 2.49 (t, J = 7.5 Hz, 2H)o 

15 mmm3 (i is) 

3- (2- (2- ('OV^'T l-'f;V) 3ih^J/) -4- (tf 

^y— — 7ain;p) roy'^^m 




TLC : Rf 0.55 (i37nD!h;VA : ^^J^y 
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NMR (300MHz,DMSO-d«) :6 8.24 (s, IH), 7.74 (m, IH), 7.68 (d, J » 7.8 Hz, 
IH), 7.63 (d, J = 7.8 Hz, IH), 7.42 (m, IH), 7.25 (dd, J = 7.8, 7.2 Hz, IH), 7.18 (dd, J 
= 7.8, 7.2 Hz, IH), 7.02 (d, J = 7.8 Hz. IH), 6.80 (s. IH), 6.63 (d, J = 7.8 Hz, IH), 
6.22 (m, IH), 5.20 (s, 2H), 4.69 (t, J = 5.1 Hz, 2H), 4.23 (t, J = 5.1 Hz, 2H), 2.60 (t, J 
5 =7.5Hz,2H),2.26(t,J = 7.5Hz,2H)o 

^^^13 (114) 

3- (2- (4-^5=-;!/- 2- (4-7;V3i-D-3 ^> 
-4- (3-i/T>'7:ii>'dp>>pt^;v) 7x-;v) rn/iv^ 




TLC : Rf 0.57 (^PP3^;VA : 10: Do 

^#J3 (115) 

3- (2- (4-7i^;V-2- (4-7;i/;^D-3-^5^;V7ain;i/) ^> 

15 ^;v:t=^J^) -4-:7 3:ydp$<^^^;v7ai-;v) rn.'i^^ 




TLC : Rf 0.57 {pXlU•^)^/h. : ^^y— 1 0 : 1) o 
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^^J3 (116) 

3- (2- (2- (2-^5^;^^>^/-r ^^y— 1— r;!/) 3ih=^^') 



TLC : Rf 0.41 (^DD2j%;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.73 (dd, J = 2.2, 0.6 Hz, IH), 7.59 (m, IH), 7.50 
(m, IH), 7.41 (dd, J = 2.2, 0.6 Hz, IH), 7.22-7.10 (m, 2H), 7.01 (d, J = 7.7 Hz, IH), 
6.83 (d, J = 1.6 Hz, IH), 6.63 (dd, J = 7.7, 1.6 Hz, IH), 6.22 (t, J = 2.2 Hz, IH), 5.20 
10 (s, 2H), 4.65 (t, J = 5.0 H^ 2H), 4.25 (t, J = 5.0 Hz, 2H), 2.60 (s, 3H), 2.57 (t, J = 7.7 
Hz, 2H), 2.24 (t, J = 7.7 Hz, 2H)o 

mmm3 an) 

3- (2- (2- (IH— f ;v- 1 — r;v) ^h=^^) -4- (tf 



TLC : Rf 0.58 ( p p 3t^;i/ A : ^^y— ;i/= 19:1) ; 

NMR i30QMHz,CDCO : 6 8.02 (d, J = 0.9 Hz, IH), 7.71 (d, J = 7.8 Hz, IH), 

7.55-7.46 (m. 2H), 7.41-7.31 (m, 2H), 7.12 (m, IH), 7.04 (d, J = 7.5 Hz, IH), 6.70 (d. 



5 
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J = 7.5 Hz, IH), 6.60 (s. IH). 6.26 (t, J = 2.0 Hz, IH), 5.22 (s, 2H). 4.78 (t. J = 5.2 Hz, 
2H), 4.35 (t, J = 5.2 Hz, 2H), 2.67 (t, J = 7.7 Hz; 2H), 2.28 (t, J = 7.7 Hz, 2H)o 

mmm3 (i i 8) 

5 3_ (2- (2- (2H-^Wb';Ty-;i'-2-'f;i/) ^h^Sx) -4 

- iy^'^^J—)]/- 1 — rp/i>K 



TLC : Rf 0.42 {^UU^J\/A : -^1/= 1 0 : 1) o 

10 mmms (ii 9) 

3_ (2- (2- (iH-^>\/hUT\/-;i/- 1— -4 



TLC : Rf 0.35 {^uw^fVA : p^tJ^y— ;i/= 1 0 : 1) o 

15 

^^13 (12 0) 

3- (2- (2- ( (3-p<5^;i/^>^/-f;v) r^^) -4- (tf 

l_>f 7'D>'1>m 
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T L C : R f 0.55 (f^^J^^;!/ J — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-dj) : 6 12.03 (s, IH), 8.60-8.56 (m, IH), 7.78 (d, J = 2.1 
Hz, IH), 7.65-7.60 (m, 2H), 7.43-7.42 (m, IH), 7.33-731 (m, 2H), 7.07 (d, J = 7.8 
5 Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.8 Hz, IH), 6.24-6.23 (m, IH), 5.24 (s, 2H), 4.06 
(t, J = 5.7 Hz, 2H), 3.65-3.59 (m. 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.43 (t, J = 7.5 Hz, 
2H), 2.33 (s, 3H)o 

mm 3 (12 1) 

10 3- (2- (2- ( (3-^ h^5x^>V^-r;i') -rXJ^ :iih=^S^) -4- 




TLC:Rf 0.50 (f^Ji5^;i/ : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : <y 12.01 (s, IH), 8.65-8.61 (m, IH), 7.78 (d, J = 2.1 
15 Hz, IH), 7.43-7.32 (m, 4H), 7.08-7.05 (m, 2H), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz, IH), 
6.24 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H), 3.65-3.60 
(m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 7.5 Hz;, 2H)o 

(12 2) 
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3_ (2- (2- ( (±7^1/>-2— f;v?b;i/?i^— T^^) 




TLC : Rf 0.30 (e7nD>^;i/A : ^l^y— ;i/=9 : 1) ; 
5 N MR (300 MHz, CDCI3) : 6 8.32 (s, IH), 7.92-7.82 (m, 4H), 7.58-7.48 (m, 3H), 
736 (d, J = 2.1 Hz, IH), 7.11 (d, J = 7.8 Hz, 2H), 6.73 (d, J = 7.8 Hz. IH), 6.65 (s, 
IH), 6.26 (dd, J = 2.1, 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.1 Hz, 2H), 3.90 (dt, J = 
5.1, 5.1 Hz, 2H), 2.96 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 2H)o 

10 mmm s ( i 2 3 ) 

3- (2 - (2- ( b=3f'e/'^>y-f;i/) T'^y') 3ih=3pi^) -4- 




TLC : Rf 0.19 (^^nn3^;i/A : pt^^'^— ;V=9 : 1) ; 
15 N M R (300 MHz, CDCI3) : 6 7.77 (d, J = 8.7 Hz, 2H), 7.53 (d, J = 1.8 Hz, IH), 
737 (d, J = Zl Hz, IH), 7.09 (d, J = 7.8 Hz, IH), 6.96 (m, IH), 6.88 (d, J = 9.0 Hz, 
IH), 6.72 (d, J = 7.8 Hz, IH), 6.63 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 
2H), 4.02 (t, J = 4.8 Hz, 2H), 3.81 (s, 3H), 3.80 (in, 2H), 2.93 (t, J = 7.5 Hz, 2H), 
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2.60(t,J = 7.5H2,2H)o 
^^J3 (12 4) 

3- (2- (2- ( (4-^nn^>\/-f;v) tk^) ^^h^t^) -4- (t: 
5 "p^J—jv-l — f;i/pf^;i/) ytij^>m. 




TLC : Rf 0.20 (^nD/}^;^A : ^iJ^y— ;i/= 9 : 1) ; 
NMR (300MHz,CDCl3) : 6 7.76 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.38-732 (m, 3H), 7.16 (m, IH), 7.10 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz, IH), 
10 6.63 (s, IH), 6.27 (dd, J = 2.1, 2.1 Hz, IH), 5.23 (s, 2H), 4.03 (t, J = 5.4 Hz, 2H), 
3.79 (dt, J = 5.4, 5.4 Hz, 2HX 2.94 (t, J = 7.2 Hz, 2H), 2.60 (t, J = 7.2 Hz, 2H)o 

^^J3 (12 5) 

3- (2- (4-p«^;v-2-^>v^'f;i/T^y^>^;i/:4-=¥$^) - 4- (tr 
15 ^y— i->r;i/^5^;i/) 7ai-;i/) rD7i>m 




TLC : Rf 0.58 (iJ7DD3j^;i/A : pf^y--;i/= 9 : 1) ; 
NMR (300 MHz, CDCO ' <S 7.80-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.51-7.35 (m, 4H), 7.10 (d, J = 7.7 Hz, IH), 6.73 (d, J = 7.7 Hz, IH), 6.64 (s, IH), 
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6.48 (d, J = 8.7 Hz, IH), 6.27 (t, J = 2.1 Hz. IH), 5.24 (s, 2H), 4.65 (m, IH), 4.05 (dd, 
J = 9.3, 3.9 Hz, IH), 3.92 (dd, J = 9.3, 1.8 H% IH), 2.90 (t, J = 7.8 Hz, 2H), 2.69- 
2.46 (m, 2H), 1.81-1.48 (m, 3H), 0.97 (d, J = 63 Hz, 6H)o 

5 ^^J3 (12 6) 

3- (2- (2- (:^71^l/>-2— f;V) 3^h=ap2/) -4- 



TLC : Rf 0.29 {^UUMA : ;i/= 1 0 : 1) o 

10 

^^J3 (12 7) 

3- (2- (2- ii-Z^^U>-2 — f;i/) o^h^e^) -4- 
-4 — 7 ;V) ^n/1>K 

^COOH 





15 TLC : Rf 0.33 (^nDJi^;i/A : ^^^^y— ;i/= 10: Do 



^^J3 (12 8) 
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3- (2- (2- (4-^^;i/'^>\;-f Jih=J|re^) -4- (If^ 



T L C : R f 0.20 D n7fc;i/A : ^ ^ ^ — ;i/= 9:1); 
5 N MR (300 MHz, CDCI3) : <y 7.70(d,J = 8.4Hz,2H),7.53(d,J = 2.1H2,lH), 
7.37 (d, J = 2.1 Hz, IH), 7.19 (d, J = 8.1 Hz, 2H), 7.10 (d, J = 7.8 Hz, IH), 6.98 (brs, 
IH), 6.72 (d, J = 7.5 Hz, IH), 6.63 (s, IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.03 
(t, J = 4.8 Hz, 2H), 3.81 (dt, J = 5.1, 4.8 Hz, 2H), 2,93 (t, J = 7.5 Hz, 2H), 2.60 (t, J = 
7.5 Hz, 2H), 236 (s, 3H)o 



^g!l3 (12 9) 

3- (2- (2- (:^7^5'^>-l — f ^ ) a^^^i^) - 



15 TLC : Rf 0.28 (^^Dnsft^l/is. : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.74 (m, IH). 8.20 (m, IH), 8.02-7.94 (m, 2H), 
7.80 (d, J = 2.4 Hz, IH), 7.60-7.50 (m, 4H), 7.43 (d, J = 1.8 Hz, IH), 7.09 (d, J = 7.5 
Hz, IH), 6.92 (s, IH). 6.68 (d, J = 7.5 Hz, IH). 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.26 (s. 




10 
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2H), 4.13 (t, J = 5.7 Hz, 2H), 3.71 (dt, J = 5.1, 5.7 Hz, 2H), 2.80 (t, J = 7.2 Hz, 2H), 
2.45(m,2H)o 

mmms (i3 0) 

5 3 - (2- (2- (2-^>i^;i/;b;i/7H^;VT^>') -4- (tf 



TLC : Rf 0.54 (^Dn7^;i/A : ^iS'y— ;V= 9 : 1) ; 
N MR (300 MHz, DMSO-Os) : <5 8 22 (m, IH), 7.78 (d, J = 2.4 Hz, IH), 7.43 (d, 
10 J = 2.1 Hz, IH), 730-7.15 (m, 5H), 7.07 (d, J = 8.1 Hz, IH), 6.83 (s, IH), 6.67 (d, J = 
8.1 Hz, IH), 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.24 (s, 2H), 3.94 (t, J = 5.4 Hz, 2H), 
3.46-338 (m, 4H), 2.74 (t, J = 7.5 Hz, 2H), 2.45 (t, J = 7.5 Hz, 2H)o 

^#13 (13 1) 

15 3- (2- (2- (2-p?^;V^>\/'f;VT^>') 3::h#i^) -4- (l^^ 





TLC : Rf 0.38 (^^nnjf:;i/A : p^iJ^y— ;i/= 1 0 : 1) o 
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mmms (132) 

3- (2- (2- i2-^UU^>^J'i s^h^i^) -4- (1^^ 




5 O CI 

TLC : Rf 0.40 (^UU:i^JVA : ^^^—)\/= 1 0 : 1) o 

mmz (13 3) 

3- (2- (2- (2-p( h=¥->^>\/'f;i/T^y) -4- (1^ 




TLC : Rf 0.42 (^PP7^;VA : ^^?^«-;V= 1 0 : 1) o 
^^J3 (13 4) 

15 3- (2-7ai— ;v*;wt^-f h:^F$x-4- i-^r^i/p^ 



171 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 i^an-^JVJ^ : p^^^'— ;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.79(s, IH), 7.66 (d, J = 7.8 Hz, 2H), 7.52 (d, J = 2.1 
Hz, IH), 738 (d, J = 2.1 Hz, IH), 7.36-7.30 (m, 2H), 7.20-7.10 (m, 2H), 6.78 (d, J = 
5 7.8 Hz, IH), 6.61 (s, IH), 6.27 (t, J = 2.1 Hz, IH). 5.26 (s, 2H), 4.45 (s, 2H), 3.06 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)o 

(13 5) 

3 - (2- (:h7^^y- 1 — f;i'*;w^^-f;v^ h^^J^) -4- (t^^/ 




TLC : Rf 0.53 (^DD>^;VA : ;V=9 : 1) ; ' 

NMR (300 MHz, DMSO-d«) : 6 10.04 (s, IH), 8.04-7.92 (m. 2H), 7.84-7.76 (m, 
2H), 7.65 (d, J = 7.2 Hz, IH), 7.58-7.50 (m, 3H), 7.43 (d, J = 2.1 Hz, IH), 7.15 (d, J 
15 = 7.8 Hz, IH), 6.94 (s, IH), 6.75 (d, J = 7.8 Hz, IH), 6.22 (t, J = 2.1 Hz, IH), 5.28 (s, 
2H), 4.85 (s, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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mmms (i 3 6) 

3- (2- i±Z7^U>-2 — {j]/itj;w^'e^}V;>(-h^s^) -4- (if^y 




5 TLC : Rf 0.59 (^5'nD7j^;i/A : ^^y— ;V= 9 : 1) ; 

NMR (300 MHz, DMSO-d«) : S 10.21 (s, IH), 8.29 (s, IH), 7.90-7.80 (m, 3H), 
7.74 (d, J = 1.8 Hz, IH), 7.61 (dd, J = 8.7, 1.8 Hz, IH), 7.50-738 (m, 2H), 7.36 (d, J 
= 1.8 Hz, IH), 7.14 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 6.72 (d, J = 7.8 Hz, IH), 6.16 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 4.75 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.55 (t, J 

10 = 7.2 Hz, 2H)o 

mmms (isi) 

3_ (2- (3-37 31— ;i/:7'D3H=¥ 5^) -4-7 3i>'d^2^^5^;i/7j^— ;v) 



15 




T L C : R f 0.48 ('x^ltV : i^^ai^;V= 1:1) ; 

NMR (300 MHz, CDCI5) : 6 7.35-7.14 (m, 8H), 7.00-6-80 (m, 5H), 4.99 (s, 2H), 
4.00 (t, J = 6.3 Hz, 2H), 3.00-2.95 (m, 2H), 2.82 (dd, J = 7.8, 7.5 Hz; 2H), 2.72-2.67 
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(m, 2H), 2.17-2.08 (m, 2H)o 

mmm3 (i 3 8) 




TLC : Rf 0.52 (^^V-l^ : S^3^^;i/= 1:1) ; 

N MR (300 MHz, CDCI3) : 6 7.34-7.13 (m, 8H), 7.00-6.90 (m, 5H), 5.00 (s, 2H), 

4.01-3.98 (m, 2H), 2.98-2.92 (m, 2H), 2.70-2.64 (m, 4H), 1.85-1.82 (m, 4H) o 

^jM#l3 (13 9) 

3- (2- (2- (:h7^V>-2 — f;V) xhdpi/) -4- (A-^'^J)/ 




I 

TLC : Rf 0.25 (^^PD5t^;VA : pt — ;i/= 5 : 1) o 
^#13 (14 0) 
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2- ( (2- (2- ii-y^U:y-2 — { )V) 3ih=3p-» -4- (tT^V^— 

HN^COOH 



T L C : R f 0.25 (Wm^^'^^i^ : p< tJ' y — ;i/= 1 : 1 ) o 
3 (14 1) 

2- (N-^5^;i'-N- (2- (2- (::h:7i5'i/>-2 — r;i/) cnh^i') 



T L C : R f 0.30 (fi^m3^5^;i/ : ^ — ;i/= 1 : 1) o 
3 (14 2) 

2- (N-p«i^;i/-N- (2- (2- (:^:7^l/>'-2--1';^) ^h^rS>') 

-4- (if^y— 1— r;i/^^;v) ^>s^;v) T^y) 
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TLC : Rf 0.45 (@^m3^5^;i/ : ^4^^— 3 : 1) o 

mmms (143) 

5 2- (2- {±yi^\y>-2-^)v) x-h^-y) -4- 1- 



TLC : Rf 0.63 (i570D3^;VA : j^^^—;v=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.10 (d, J = 7.8 Hz, IH), 7.88-7.77 (m, 3H), 7.71 (s, 
10 IH), 7.59 (d, J = 1.5 Hz, IH), 7.53-7.40 (m, 3H), 7.35 (dd, J = 8.4, 1.5 Hz, IH), 6.91 
(d, J = 8.4 Hz, IH), 6.79 (s. IH), 6.33 (t, J = 2.1 Hz, IH), 5.34 (s, 2H), 4.45 (t, J = 6.6 
Hz, 2H), 3.32 (t, J = 6.6 Hz, 2H)o 

ggfiK^JS (14 4) 

15 3- (2- (2- i^y^U>-2—(JV) -4- (l^U2^>- 

2— r;^T^y^5^;v) 7ai-;i/) rD>'-^>i^ 
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TLC : Rf 0.52 (^nD3j^;i/A : p^iJ'y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dtf) : 6 12.04 (s, IH), 7.92 (dd, J = 4.8, IS Hz, IH), 
7.89-7.79 (m, 4H), 7.51-7.41 (m, 3H), 7.33 (m, IH), 7.01 (d, J = 7.5 Hz, IH), 6.97- 
5 6.89 (m, 2H), 6.78 (m, IH), 6.50-6.42 (m, 2H), 4.38 (d, J = 6.0 Hz, 2H), 4.22 (t, J = 
6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H)o 

I^#I3 (145) 

3- (2- (2- (:^7^5'V>-2 — f;V) nihdpi^) -4- ;i/ 
10 -2 — f pi5^;i/) 73^— ;i/) rn^sv^ 




TL C : Rf 0.50 (i^nn5j>;VA : ^iS'y— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d«) : d 12.04 (s, IH), 7.94 (t, J = 5.7 Hz, IH), 7.90-7.80 
(m, 4H), 7.53-7.41 (m, 3H), 7.04 (d, J = 7.5 Hz, IH), 6.98 (d, J = 3.6 Hz, IH), 6.96 
15 (d, J = 1.5 Hz, IH), 6.79 (m, IH), 6.58 (d, J = 3.6 Hz, IH), 435 (d, J = 5.7 Hz, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.20 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 
7.5Hz,2H)o 

I^^JS (146) 

20 3- (2- i2-i^^7a^^iyJ]/:^:3f'iy:Iih^iy) -4- (tr^\/— 1 
— r>^5^;w) 7 3i2^;i/) ^^n^'i^'^ 
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TLC : Rf 0.34 (^DD;t;;VA : pt^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36 (d, J = 1.5 Hz, IH), 
7.12 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz^ IH), 6.67 (s, IH), 6.23 (dd, J = 1.5, 1.5 
5 Hz, IH), 5.26 (s, 2H), 4.05 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.8 Hz, 2H), 3.34 (m, IH), 
2.93 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 2H), 1.94 (m, 2H), 1.73 (m, 2H), 1.52 (m, 
IH). 1.36-1.16 (m,5H)o 

^^J3 (14 7) 

10 3- (2- (^>s^;v:^3;v/t^^;i/^ h:^i/) -4- (li^y— 1 --f 
;i/^5=-;p) 7 31— ;i/) yjnj'^^m 




TLC : Rf 0.49 (^DD^;i/A : p{iJ'^—;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : <S 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.4 Hz, IH), 
15 7.34-7.20 (m, 6H), 7.13 (d, J = 7.8 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 6.59 (s, IH), 
6.29 (dd, J = 2.4, 2.1 Hz, IH), 5.25 (s, 2H), 4.52-4.47 (m, 4H), 2.94 (t, J = 7.2 Hz, 
2H), 2.58 (t, J = 7.2 Hz, 2H)o 

mmmz (i4 8) 
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3- (2- ( (i--7:n-)V3:.^;v) :*3;wt^r-f h ^rS^) -4- (t:^ 

^COOH 



TLC : Rf 0.53 (:}7dd;^;1'A : ;>tt5'>'— ;i/=9 : 1) ; 
5 NMR (300MHz,CDCl3) : d 7.53 (d, J = 1.8 Hz, IH), 7.35 (d, J = 2,1 IH), 
732-7.20 (m, 5H), 7.14 (d, J = 7.5 Hz, IH), 7.09 (d, J = 8.1 Hz, IH), 6.77 (d, J = 7.5 
Hz, IH), 6.55 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.22 (s, 2H), 5.20 (m, IH), 4.43 
(d, J = 15.0 Hz, IH), 4.37 (d, J = 15.0 Hz, IH), 2.96 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 
7.5 Hz, 2H), 1.49 (d. J = 6.9 Wz, 3H)o 



mmms (149) 

3- (2- (2- (s-^^DP^oy-f ;i/7'5;y) 3ih:^s^) -4- (if^ 



15 T L C : R f 0.35 (MM^^J^) I 

N M R (300 MHz, DMSO-d,) : 6 11.99 (s, IH), 8.78 (t, J = 5.1 Hz, IH), 7.87-7.78 
(m, 3H), 7.60-7.43 (m, 3H), 7.06 (d, J = 7.5 Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz; 
IH), 6.24 (t, J = 2.1 Hz; IH), 5.24 (s, 2H), 4.07 (t, J = 5.7 Hz, 2H). 3.66-3.61 (m, 2H), 




10 
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2.73 (t, J = 7.5 Hz, 2H), 2.41 (t, J = 7 J Hz, 2H)o 

mmms (i 5 o) 

2_ (2- (2- V>-2— f;i/) J^h^i/) -4- (tT^V-;!/ 



TLC : Rf 0.25 (f^^J^5^;i/) ; 

NMR (300 MHz, CDOg) : 6 7.83 (m, 3H), 7.68 (s, IH), 7.56-7.23 (m, 6H), 
6.80-6.74 (m, 2H), 6.29-6.27 (m, IH), 5.29 (s, 2H), 4.52 (s, 2H), 4.26 (t, J = 6.9 Hz, 
10 2H),4.01(s,2H),3.23(t,J = 6.9Hz,2H)o 

^^13 (15 1) 

3- (2- (2- (l-:^-=3pV-l, 2, 3, 4 -t^ t Kn^ V=3p>' U 
y_2 — aih^S^) -4- ( If ^ V—;!^- 1 —f ^jlc:^;!/) 
15 7*D>'"?>^ 



TLC : Rf 0.47 (^DD>i^;i/A : ^^y'— ;W= 10:1) ; 

NMR (300 MHz, CDCag) : d 8.04 (d, J = 7.2 Hz, XH), 7.54 (s, IH), 7.48-7.04 (m, 

5H), 6.74 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.27 (to, IH), 5.25 (s, 2H), 4.20-4.08 (m, 
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2H), 4,05-3.94 (m, 2H), 3.18 (t, J = 6.6 Hz, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.93-2.80 
(m, 2H), 2.66-2.53 (m, 2H)o 



^ifflSg>J3 (15 2) 

5 3- (2- (2- (:^r7/5'V>-2 — ( )V) Jih^S/') -4- (2- (bT^ 

;i/-i — f;i/) ^3^:=.)]/) y'uj^^m 




TLC : Rf 0.45 (i^nDJj^;!/^ : ^iJ'y— 19:1) ; 
N MR (300 MHz, CDCQ : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.56-7.37 (m. 4H), 
10 7.13 (d, J = 1.9 Hz, IH), 7.02 (d, J = 7.5 Hz, IH), 6.59 (dd, J = 7.5, 1.5 Hz, IH), 6.43 
(d, J = 1.5 Hz, IH), 6.15 (t, J = 1.9 Hz, IH), 4.29 (t, J = 7.4 Hz, 2H), 4.16 (t, J = 6.7 
Hz, 2H), 3.23 (t, J = 6.7 Hz, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8 Hz, 2H)o 



15 ^^J3 (15 3) 

3- (2- (2- (^:r7i>-2— f;i/) :iihdps^) -4- (l^^\/— ;i/ 

-1 — r;i/^5^;v) 7:11— ;i/) yu/^>m. 




TLC : Rf 0.48 (^DnJh;i/A : ;v=9 ; 1) o 
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(15 4) 

3- (2- (2- i^^y:'^>-3-'<)v) -4- 



TLC:Rf 0.48 (^7pni/i%;i/A : ^t$'>'— -'V= 9 : 1) » 
^<^I3 (15 5) 

3- (2- ( 3 -2Xi^D^:3ps/;v:7'n 4^:3^2^) -4- V^-;V- 1 

10 7 7*D>'^>^ 



TL C : Rf 0.50 (i'DP>f:;VA : ;V= 9:1) ; 

NMR (300MHz,DMSO-d.) :6 12.03 (s, IH), 7.78 (d, J = 2.1 Hz, IH). 7.43 (m, 
IH), 7.06 (d, J = 7.8 Hz, IH), 6.81 (s, IH), 6.64 (d, J = 7.8 Hz, IH). 6.24 (t, J = 2.1 
15 Hz, IH). 5.24 (s. 2H), 3.88 (t, J = 6.3 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 
7.5 Hz, 2H), 1.70-1.62 (m, 7H), 1.34-1.14 (m, 6H), 0.92-0.84 (m, 2H) o 

mmm 3 ( i s 6 ) 
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3- (2- (2-:7 3iy i|rixa:h:^2/) -4- 1 --f 5^ 




TLC : Rf 0.50 (i7nn7}%;i/A : ^^'y'— ;i/=9 : 1) ; 
5 N M R (300 MHz, DMSO-d.) : S 12.01 (s, IH), 7.79 (d, J = 2.1 Hz, IH), 7.44 (s, 
IH), 7.31-7.26 (m, 2H), 7.08 (d, J = 7.5 Hz, IH), 6.98-6.93 (m, 4H), 6.68 (d, J = 7.5 
Hz, IH), 6.25-6.24 (m, IH), 5.26 (s, 2H), 4 J2-4.26 (m, 4H). 2.72 (t, J = 7.5 Hz, 2H), 
2.45-2.43 (m, 2H)o 

10 mmms (is?) 

3- (2- (2- (N-p<5^;i/-N-:7 3i^;i/T5 y) aih^^ri^) -4- (t: 
1 ;M^;i/) 73i^;i/) 7'n>'i>^ 




TLC : Rf 0.30 i^^D"^ : B^^a:^;i'= 1 : In 0.5%!^^) ; 
15 NMR (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 734 (d, J = 2.1 Hz, IH), 
7.27-7.19 (m, 2H), 7.11 (d, J = 7.8 Hz, IH), 6.78-6.63 (m, 5H), 6.26 (t, J = 2.1 Hz, 
IH). 5.23 (s, 2H), 4.09 (t, J = 5.4 Hz, 2H), 3.76 (t, J = 5.4 Hz, 2H), 3.03 (s, 3H), 2.88 
(t, J = 7.5 Hz, 2H), 2^8 (t, J = 7.5 Hz, 2H)o 
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10 



rnmms (15 8) 

XOOH 



15 




TLC : Rf 0.40 : ^^3^^;^= 1 : D J 

N MR (300 MHz, CDCl,) : <5 7.39-7.15 (m, lOH), 6.90-6.87 (m, 2H), 5.00 (s, 2H), 

4.20 (t, J = 6.6 Hz, 2H), 3.12 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H). 2.58-2.53 (m, 

2H)o 



:^I3 (15 9) 



3- (2- (2-7n.:^;^cch^$^) -4- (2-i'DD-4-^5=-;V7a. 




TLC : Rf 0.54 (^=^1^> : fi^?^3^^;^= 1 : D 5 

NMR (300 MHz, COa,) : (5 7.34-7.19 (m. 6H), 7.13 (d, J = 7.8 Hz, IH), 7.00 (brs. 

IH). 6.92 (brd, J = 7.8 Hz, IH), 6.78 (brs. IH), 6.71 (brd, J = 7.8 Hz. IH). 5.06 (s. 
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2H), 4.22 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.92-2.87 (m, 2H), 2.57-2.52 
(m, 2H), 2.29 (s, 3H)o 

^j?te^l3 (16 0) 

5 3_ (2- {3-y=^-)vyu^^^-» -4- (tf^v^-;i/- 1— f 




TLC : Rf 0.52 (e7nDJfc;i/A : ^^y— ;i/= 1 0 : 1) » 
10 ^^^J3 (16 1) 

3- (2- (4-:7 3^::^;i/:::^h^5^) -4- (i^^y— l—f 
7 3^— :rD>'^>^ 




TLC : Rf 0.52 (^Dn>^;i/A : ^J'^'— ;i/= 10: Do 

15 

mmma (i6 2) 

(2E) -3- (2- (2- (2, 5, 7, 8 -t^ 6 - 1 
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T L C : R f 0.46 i^ti D7}^;i/A : — ;V= 8:1) ; 
5 NMR (300 MHz, CD3OD) : 6 9.01 (s, IH), 7 .94 (d, J = 16.2 Hz, IH), 7.63 (d, J 
= 8.1 Hz, IH), 7.60-7.55 (m, 2H), 7.03 (s, IH), 6.94 (d, J = 8.1 Hz, IH), 6.51 (d. J = 
16.2 Hz, IH), 5.45-5.30 (m, 2H), 4.42-4.20 (m, 2H), 2.70 -2.60 (m, 2H), 2.26-1.80 
(m, 4H), 2.11 (s, 3H), 2.08 (s. 3H), 2.04 (s. 3H), 1.35 (s, 3H)o 

10 ^#13 (16 3) 

3- (2- (3, 3-i^7 3i-;i/7'D7l^=¥i^) -4- (If^y-;!/- 1 —< 

;v^5=-;v) •73^— ;i/) yu/i>m 

^COOH 



TLC : Rf 0.42 (^^DD5j^;i/A : ;V= 9 : 1) ; 

15 NMR (300 MHz, CDCQ : d 7.51 (d, J = 2.1 Hz, IH), 7.32 (d, J = 2.1 Hz, IH), 
7.30-7.15 (m, lOH), 7.11 (d, J = 7.8 Hz, IH), 6.68 (d, J = 7.8 Hz, IH), 6.54 (s, IH), 
6.24 (t, J = 2.1 Ux, IH), 5.20 (s, 2H), 4.24 (t, J = 7.8 Hz, IH), 3.87 (t, J = 6.3 Hz, 2H), 





186 



wo 03/016254 



PCT/JP02/08120 



2.94 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 Hz, 2H), 2.52 (dt, J = 7.8, 6.3 Hz, 2H)o 
m&m3 (16 4) 

3- (2- (2- (N, N-:^7ai^;i/T5>^) 3^h=^2/) -4- (tr^\/ 

^COOH 



TLC : Rf 0.44 (^nD7^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, COa,) : 6 7.52 (d, J = 2.1 Hz. IH), 7.33 (d, J = 2.1 Hz, IH), 
10 730-7.20 (m, 4H), 7.12-7.02 (m, 5H), 6.98-6.92 (m, 2H), 6.71 (d, J = 7.8 Hz, IH), 
6.63 (s, IH), 6.25 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.20-4.10 (m, 4H), 2.85 (t, J = 7.8 
Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H)o 

TLC : Rf 0.50 i^UUTi^jVA : ^^y— ;i/= 1 0 : 1) o 

15 

mmm3 (iss) 

3- (2- (2- (4-7i— 1— f ;V) 3ih#i^) -4- 




187 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.50 (^nD5j^;i/A : ^3^^— ;i/=5 : 1) o 

mmms (is 6) 

5 3- (2- (2- (4-7a.ri;i/-l, 2, 3, 6 -7^ h 7 b U S^i 

-i--f;v) 31 v^^) -4- (if^\/— ;v- i-'f;v^^>'v) 



TLC : Rf 0.51 (^DD7j^;VA : p(^>'— ;V=5 : 1) » 

10 

mmm3 (167) 

3- (2- (2- (4-7 3i^;Hi'^Ui^>- l-'T-'V) J^b=^^^) -4- 




COOH 




COOH 



15 TLC : Rf 0.47 (^nP3^;i/A : 5 : 1) o 
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^^J3 (168) 

3- (2- (2- (7ni>'i|piJ-s;>- 1 0— Jih=^$^) -4- (Vf^ 

1— f t'd-'Ivk 



TLC:Rf 0.23 (i7DD2^;i/A : y^^S^y— ;i/=s 9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.12 (d, J = 7.5 Hz; IH), 6.83-6.60 (m, lOH), 6.26 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 
10 4.17 (t, J = 5.7 Hz, 2H), 3.98 (t, J = 5.7 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2HX 2.55 (t, J = 
7.8 Hz, 2H)o 

TLC : Rf 0.47 (^no;J>;i/A : A^J'-J}/= 1 0 : 1) o 

15 mmms (i 6 9) 

4- (2- (2-:7am;vaihd|rJ/) -4- i3-i/'ryz7:iL^=3rt^jt^;]/) 

7 3i^;v) 




COOH 



5 
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^V^^^ COOH 




TLC : Rf 0^6 (^nD5lx;i/A : ^^J'y— ;v= 10:1) ; 

NMR (300 MHz, CDO,) : 6 7.43-7.08 (m, lOH), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 

4.18 (t, J = 6.8 Hz, 2H), 3.11 (t, J = 6.8 Hz, 2H), ^63 (t, J = 7.4 Hz. 2H), 2.31 (t, J - 

5 7.4 Hz, 2H), 1.94-1.77 (m, 2H)o 

mmms (no) 

4- (2- (2- (:^7^$'V>-2->r;^) J^b=^2^) -4- 



TLC : Rf 0.63 (^aD7f:;VA : ^i^^y— 10:1) ; 
NMR (300 MHz, CDCI3) : d 7.84-7.75 (m, 3H), 7.73 (s, IH), 7.49-7.31 (m, 4H), 
7.28-7.14 (m. 3H), 7.09 (d. J = 8.1 Hz, IH). 6.92-6.84 (m, 2H), 4.99 (s, 2H), 4.27 (t, 
J = 6.6 Hz, 2H). 3.27 (t, J = 6.6 Hzi 2H), 2.62 (t. J = 7.7 Hz, 2H), 2.25 (t, J = 7.7 Hz, 

15 2H), 1.90-1.76 (m, 2H)o 

mmm^i (17 1) 




10 



CN 
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2- (2- (2- i±y^U>-2—(J]/) 3ih^-» -4- ;i/ 

o 



T L C : R f 0.45 (mm^^J^ : ^ ^5^ 3:1); 
5 NMR (300 MHz, DMSO-da) : d 8.25 (t, J = 5.4 Hz, IH), 7.88-7.76 (m, 6H), 
7.53-7.45 (m, 4H), 7.10 (s, IH), 6.79(dd, J = 8.1, 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz, 
IH). 5.35 (s, 2H), 4.42 (t, J = 6.6 Hz, 2H), 3.84 (d, J = 5.4 Hz;, 2H), 3.33-3.29 (m, 
2H)o 

10 mmma (172) 

3- (2- (2- (2-^^;w^^\/-;v- 1— r;i/) a^h^i^) -4- 



TLC : Rf 0.50 (jj^rJ'y— ;V) ; 
15 NMR (300 MHz, DMSO-d«) : 6 7.77 (d, J = 2.1 Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 
7.09-7.05 (m, 2H), 6.83 (s, IH), 6.71-6.65 (m, 2H), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.28 (t, J = 4.8 Hz, 2H), 4.14 (t, J = 4.8 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.30- 
2.26 (m, SH)o 
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mmms ( i 7 3) 

3- (2- i5-y:^=^)v^y^)^:^^'y^ -4- 



5 TLC : Rf 0.63 (^UUMA : ^^y— ;V= 1 0 : 1) o 

mm^AS (174) 

3- (2- (6-7 3i-;v-sdp>>;i/:d-:3pe/) -4- (if ^ 1 -'r;v 



10 

TLC : Rf 0.61 (^DD:!^;VA : pi^^— ;V= 1 0 : 1) o 

mmms (17 5) 

3- (2- (2- (:h7^1/>-2-'f;V) 3^h=^i^) -4-t Ko:3pS/pt 
15 ;v) rn>'i>^ 
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COOH 




TLC : Rf 0^1 ii7Ut3-^J]/'A : J-'}\/= 1 0 : 1) o 
^^J3 (17 6) 

5 3- (2- (3- (N-^5^;i/-N-7 3i— rDJi^^5/) -4- 



TLC : Rf 0.36 {^UUits}^/K : ;>ii5'y— ;i/= 19:1) ; 
NMR (300MH^CDCl3) \6 7.54 (d, J = 1.8 Hz, IH), 7.36 (d, J = 2.4 Hz, IH), 
10 7.28-7.18 (m, 2H), 7.14 (d, J = 7.5 Hz, IH), 6.T7-6.62 (m, 5H), 6.27 (dd, J = 2.4, 1.8 
Hz, IH), 5.26 (s, 2H), 3.96 (t, J = 5.4 Hz; 2H), 3.53 (t, J = 7.2 Hz, 2H), 2.98 (t, J = 
7.8 Hz, 2H), 2.93 (s, 3H), 2.67 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 

mmm3 (i ? 7) 

15 3- (2- (2- (N-3i^;i/-N-7 3i-;w7^>') J^h^S^) -4 - (\f 
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TLC : Rf 0.38 (^nD7^;i/A : ^^$^y-;V= 19:1) ; 
NMR (300MHz,CDCl3) :6 7.53 (d, J = 2.1 Hz, IH). 7.35 (d, J = 2.4 Hz. IH), 
7.25-7.18 (m, 2H), 7.12 (d, J = 7.5 Hz, IH), 6.77-6.64 (m, 5H). 6.26 (dd. J = 2.4. 2.1 
Hz, IH). 5.23 (s, 2H), 4.07 (t, J = 6.0 Hz. 2H), 3.71 (t. J = 6.0 Hz. 2H). 3.46 (q. J = 
6.9 Hz. 2H). 2.91 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz. 2H). 1.17 (t, J = 6.9 Hz. 2H)o 

TLC : Rf 0.64 (^DD>^;i/A : 0 : 1) o 



10 ^ife^l3 (17 8) 

3_ (2- (2- (N- (2-t h*n^2/'a::5=-;i/) -N-73iri;i/T^ ^) 

:z.Y^^» -4- (i^^vr-;i/-l-^;vp^5^;v) 7a.-;v) rn^v^^ 

TLC : Rf 0.41 (^'nn>l^;VA : p<^5'^-;^=9 : 1) 5 
15 NMR (300MHz,CDCl3) : S 7.53 (d, J = 1.8 Hz. IH). 7.35 (d. J = 2.4 Hz, IH), 
7.27-7.21 (m. 2H), 7.11 (t, J = 7.8 Hz, IH), 6.82-6.69 (m, 5H). 6.26 (dd. J = 2.4, 1.8 
Hz. IH). 5.22 (s. 2H), 4.13 (t, J = 4.8 Hz, 2H), 3.86-3.78 (m, 4H). 3.61 (t, J = 6.0 Hz, 
2H), 2.92 (t. J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz. 2H)o 

20 mp. ^\3 (17 9), 

3_ (2- (2- (3- (tf-^Ui^V-l— f^'^) :7 3i-;V) Jih^^S^) - 
4- (i^^^/-;i.-l-^>'V^5^;v) :7air:;v) rp^-^>m 
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TLC : Rf 0.40 :mm^'^J^=l : 2) ; 

NMR (300MHz,CDCl3) : 6 7.53 (d, J = 2.1 Hz, IH), 736 (d, J = 2.1 Hz, IH), 
7.20 (t, J = 7.8 Hz, IH), 7.11 (d, J = 7.8 Hz. IH), 6.92 (s, IH), 6.85-6.70 (m, 3H), 
5 6.66 (s, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.13 (t, J = 6.6 Hz, 2H), 3.15-3.11 
(m, 4H), 3.02 (t, J = 6.6 H^ 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 
1.76-1.69 (m, 4H), 1.60-1.54 (m, 2H)o 



^^J3 (18 0) 

10 3- (2- (2- (3- (^;vjJ^';>-4 — f;i/) :7 3i-;i/) 3^h^$^) - 




TLC : Rf 0.25 ('^'^i^-^ : S^^a^5=-;V= 1:2); 
NMR (300 MHz, CDa,) : 6 7.53 (d, J = 1.8 Hz, IH), 7.36 (d, J = 1.8 Hz, IH), 
15 7.22 (t, J = 7.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 6.84-6.66 (m, 5H), 6.27 (t, J = 1.8 
Hz, IH), 5.25 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.88-3.85 (m, 4H), 3.17-3.14 (m, 4H), 
3.03 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 



195 



* 

wo 03/016254 



PCT/JP02/08120 



^ ^^13 (18 1) 

3- (2- (2- (i-y^U>-2-^))y) -4- (l-th'ti 




TLC :Rf 0.56 (i7Dn5^;VA:^^^->'V=10 : 1) o 



: f?il 3 (18 2) 



3- (2- (2- (:^:7^ f;V) rch^f^S/) 

^COOH 



-4- ix-'y^^—y^ 



10 




TLC : Rf 0.53 (^nn:*c;i/A : ^ 9 J -)\^ - "^^ ^ ^ : 1 : D o 



3 (183) 



3_ (2- (2-tl«n^$^-2- (:^7^l^>-2-<>'V) 3ib^i/) 
15 4- (3-i/Ty73iy^$/pl5^;V) 73^-;V) rD>'V^® 



COOH 




OH 
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TLC : Rf 0.39 (^=ap-y-> : i^^Ji5=-;i/= 1:1. 0.5%@^^) ; 
NMR (300MHz, CDCI3) :6 7.92 (s, IH), 7.88-7.80 (m, 3H), 7.57-7.44 (m, 3H), 
734 (m, IH), 7.25-7.12 (m, 4H), 6.93 (d, J = 7.8 Hz, IH), 6.86 (s, IH), 5,32 (dd, J = 
7.8, 3.6 Hz, IH), 4.97 (s, 2H), 4.23 (dd, J = 9.3, 3.6 Bx, IH), 4.14 (dd, J = 9.3, 7.8 Hz, 
5 IH), 3.10-2.90 (m,2H), 2.63 (m,2H)o 

^^J3 (18 4) 

3- (2- (2- (1, 2, 3, 4-7^h^t Ka'<v=aFy';>-2-'f;v) 
j^h^s^) -4- (tf^vT— — f;i/^5=-;i/) 7 3ir:;i/) rn^^>^ 



TLC : Rf 0.30 (i^nDJj^^l/A : ;»«^y—;i/= 1 0 : 1) ; 
NMR (300 MHz, CDO,) : 6 7.55 (d, J = 1.8 Hz, IH), 7.38 (d, J = 2.4 Hz, IH), 
7.18-7.03 (m, 5H), 6.75 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.28 (m, IH), 5.27 (s, 2H), 
4.09 (t, J = 4.5 Hz, 2H), 3.88 (s, 2H), 3.11-2.94 (m, 8H), 2.32 (t, J = 8.4 Hz, 2H)o 



^^J3 (18 5) 

3- (2- (2- (9-p(^;v*;w^vr— ;v-2 — f;v) en h dps/) -4- 
— f;v^5^;i/) 7:nri;v) :rn>'^>m 



10 




15 




197 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.36 (i5'nO'l^-'VA : p^^/'— ^^=9 : 1) 5 
NMR (300 MHz, CDCI3) : ^ 8.09-7.99 (m, 3H), 7.53 (d, J = 1.8 Hz, IH), 
7.49-7.05 (m. 6H), 6.74-6.67 (m, 2H), 6.25 (dd, J = 2.1. 1.8 Hz, IH), 5.24 (s, 2H), 
4.23 (t, J = 6.6 Hz, 2H). 3.83 (s, 3H), 3.28 (t, J = 6.6 Hz, 2H). 2.89 (t, J = 7.8 Hz, 2H), 
5 2.52(t,J = 7.8Hz,2H)o 

^^J3 (18 6) 

3- (2- (2- (3- {4-:^^)V\^^^^>- 'i--^ y 

h^-y) -4- (if^^/-;v-i— f^v^^^^) 



TLC : Rf 0.20 (^nPsl^;VA : ;V=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : S 7.77 (d, J = 2.1 Hz, IH), 7.42 (s, IH), 7.14-7.04 
(m, 2H), 6.87-6.63 (m, 5H), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 2H). 4.08 (t, J = 6.6 Hz, 
2H), 3.12-3.08 (m, 4H), 2.94 (t, J = 6.6 Hz, 2H). 2.70 (t, J = 7.5 Hz. 2H), 2.44-2.43 
15 (m, 4H), 2.35 (t, J = 75 Hz, 2H), 2.20 (s, 3H) o 

gg^faia (18 7) 

3- (2- (2- (3- (4-r-fe5=-;n^^^^^>'- i-'^'^'i^) y^-^^^ 




10 
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TLC : Rf 0.40 (^nP7^;WA : ^tJ^y— ;i/=9 : 1) ; 
NMR (300MHz,CaDCai3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.21 (t, J = 7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.87-6.65 (m, 5H), 6.26 (t, J = 2.1 
5 Hz, IH), 5.24 (s, 2H), 4.11 (t, J = 6.0 Hz, 2H), 3.79-3.75 (m, 2H), 3.64-3.61 (m, 2H), 
3.19-3.11 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.86 (t, J = 7.8 Hz. 2H), 2.51 (t, J = 7.8 
Hz, 2H), 2.15 (s, 3H)o 

^^J3 (18 8) 

10 3- (2- (2-731— ;i/5^^y3ih^i/) -4- — f;i/ 




TLC ; Rf 0.56 (^nDs^;i/A : ;i/= 10:1) ; 

NMR (300MHz;CDCl3) : 6 7 J4 (d, J = 1.5 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
15 7.22-7.09 (m, 3H), 6.77-6.64 (m, 6H), 6.27 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.10 (t, J 
= 8.1 Hz, 2H), 3.53 (t, J = 8.1 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H)o 
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mmms (18 9) 

3- (2- (2- (:^7^V>-2— r;V) j:b=3Pi^) -4- (N-7-b5^ 




5 TLC : Rf 0.45 (^nP>^;VA : ^tJ^^-'^^^Q : 1) 5 

NMR (300 MHz, CDQ,) : 6 7.82-7.78 (m. 3H), 7.75 (s, IH), 7.45-7.41 (m. 3H), 
7.11 (d, J = 7.5 Hz, 0.4H), 7.06 (d, J = 7.5 Hz, 0.6H), 6.75 (brs, 0.6H), 6.71 (brd. J = 
7.5 Hz, 0.6H), 6.64 (brd, J = 7.5 Hz, 0.4H). 6.59 (brs, 0.4H), 4.50 (s, 1.2H), 4.44 (s, 
0.8H), 4.27-4.23 (m, 2H), 3.29-3.23 (m, 2H). 2.91 (s, 1.2H), 2.90-2.85 (m, 2H), ^88 

10 (s, 1.8H), 2.55-2.49 (m, 2H), 2.13 (s, 3H)o 

^^.^13 (19 0) 

3- (2- (2- (:^7^V>-2-^;W) oih^S^) -4- (N-aih:^^ 




TLC : Rf 0.14 :mm.=^^f^=^2 : 1) ; 

NMR(300 MHz, CDCQ : <5 7.81-7.78 (m, 3H), 7.74 (brs. IH), 7.45-7.41 (m, 3H), 
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7.07 (d, J = 7.5 Hz. IH), 6.78-6.66 (m, 2H), 4.39 (brs, 2H), 4.25 (t, J = 6.6 Hz, 2H), 
4.17 (q, J = 6.9 Hz, 2H), 3.27 (1, J = 6.6 Hz, 2H), 2.91-2.70 (m, 5H), 2.55-2.50 (m, 
2H), 1.28-1.23 (m, 3H)o 

TLC : Rf 0,50 (n-^^-b-> : g|^3:5=-;i/= 1 : 2) o 
^^J3 (19 1) 

3- (2- (2- (N-^>S^;i/-N->i^;i/7'^y) aih^i/) -4- (t! 
^v^— l—f 7air:;i/) 7*n/i>^ 



TLC : Rf 0.40 (i7DD4^;i/A : ^^y'— ;i/= 10: 1) o 
(19 2) 

3- (2- (2- (N-^>S^;i/-N-3i^;V7'^^) 3ihdp$x) -4- (1^ 
1 — f;i/p«5^;i/) ro/i^^ 

^COOH 




COOH 
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TLC : Rf 0.40 (^Vtt^^JVA : p<^5' >'—;!/= 1 0 : 1) o 

mmms (193) 

3- (2- (2- (N-7 3i-;i/-N-7°Dtr;i/T^y) 3^h=3ps^) -4- 

5 ;v- 1— r;M5^;b) yuj^^m 

^COOH 



TLC : Rf 0.48 (^DP:tc;i'A : p?^^— ;v= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 

7.26-7.16 (m, 2H), 7.11 (d, J = 7.8 Hz, IH), 6.76-6.61 (m, 5H), 6.26 (t, J = 2.1 Hz, 



5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 333 (t, J = 7.8 Hz, 2H), 
2.90 (t, J = 7.8 Hz, 2H), 2.59 (t, J = 7.5 Hz, 2H), 1.72-1.56 (m, 2H), 0.93 (t, J = 7.2 
Hz,2H)o 

15 ^^J3 (19 4) 

3- (2- (2- V>-2— r;i/) -4 
- (t:^y— ;i/-i — f;M5=-;p) 7air^;v) rn>''^>^ 




10 IH), 
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COOH 



10 



TLC:Rf 0.67 (n-^d^tJ-v : g^^3i5^;v= 1 : 2) ; 
NMR (300MH2,CDa3) : 6 7.72-7.62 (m, 3H), 7.53 (d, J = 0-9 Hz, IH), 
7.40-732 (m, 2H), 7.16-7.05 (m, 3H), 6.74-6.65 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 
5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 3.19 (t, J = 6 .6 Hz, 2H), 2.87 (t, J 
= 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

TLC : Rf 0.51 (^DD5^;i/A : pi^J'^'— ;i/= 1 0 : 1) o 

mmm 3 (i 9 5 ) 

3- (2- (2- (?b;w^^/— 9 — f;i/) 3ih:^i^) -4- (tf^\/— 

^COOH 




TLC : Rf 0.51 (e7nD7^;i/A : ^iJ^y— ;V= 10:1) 
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NMR (300MHz,DMSO-d«) : <5 8.15 (d, J = 8.1 Hz, 2H), 7.77-7.65 (m, 3H), 
7.51-7.38 (m, 3H), 7.21 (t, J = 7.5 Hz, 2H). 6.96 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 
6.61 (d, J = 7.8 Hz, IH), 6.23 (brs, IH), 5.19 (s, 2H), 4.92-4.80 (m, 2H), 435-4.25 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 2.12 (t, J = 7.5 Hz, 2H)o 
5 C:^ h U 

TLC : Rf 0.51 {^UU:^J\/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d^) : 6 8.13 (d, J = 7.8 Hz, 2H), 7.76-7.68 (m, 3H), 
7.45-7.40 (m, 2H), 7.38 (s, IH), 7,19-7.16 (m, 2H), 7.00 (d, J = 7.8 Hz, IH), 6.74 (s, 
IH), 6.58 (d, J = 8.4 Hz, IH), 6.20 (t, J = 2.1 Hz, IH), 5.16 (s, 2H), 4.82-4.76 (m, 
10 2H), 4.26-4.16 (m, 2H), 2.45-2.40 (m, 2H), 2.00-1.92 (m, 2H) o 

mmms (i 9 6) 

3_ (2- (2- (9, 1 0-i?t l<oriJ7»;i^>-9-:^>- 1 o-^;i/) 
j^l^dj^^) _4_ (i^^y— i->f;i/p{^;i/) -7^^—;^) yv/^ym. 

^COOH 



TLC : Rf 0.45 (^DD3^;i/A : ^5;$^^— ;P= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.37 (dd, J = 8.1 Hz, 2H), 8.05 (d, J = 8.7 Hz, 
2H), 7.90-7.80 (m, 2H), 7.74 (d, J = 1.8 Hz, IH), 7.41 (d, J = 1.8 Hz, IH), 7.36 (t, J = 
7.2 Hz, 2H), 6.99 (d, J = 7.5 Hz, IH), 6.88 (d, J = 1.2 Hz, IH), 6.63 (dd, J = 7.5, 
20 1.2 Hz, IH), 6.23 (t, J = 1.8 Hz, IH), 5.20 (s, 2H), 5.08 (t, J = 5.1 Hz, 2H), 4.43 (t, J 
= 5.1 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H), 2.12 (t, J = 7.8 Hz, 2H)o 




wo 03/016254 
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mmms (i 9 7) 

3- (2- (2- (N-7 3i-;v-N-p«5^;i/:^;i/^— 3ih:^$^) 
-4- 1— f;i/^^;i/) 7 rn^^>^ 

^COOH 



TLC : Rf 0.49 (^DD3jx;i/A : ;i/= 1 0 : 1) o 

^^J3 (19 8) 

3- (2- (2- (N-7i2^>>l/-N-7air^;i/T^y) :th^i^) -4- 
10 (t:^\/— l->r;w;^5^;i/) rn/^>^ 

^COOH 



T L C : R f 0.50 D D7ft;i/A : ^ ^ y — ;i/= 1 0 : 1 ) o 
liai^J3 (19 9) 

15 3- (2- (2- (N-'^yi^^lz-N-^ai— J^h^S/) -4- 



5 
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COOH 



TLC : Rf 0.23 (n-^=3rt)-> ; B^^ai5=-;V= 1 : 1) o 

5 ^^J3 (2 00) 

3- (2- (2- (N- (2-i^T>'J^^;i/) -N-7 3i^;VT^>') h 

JCOOW 



TLC : Rf 0.50 (i^UD7fc;VA : ^t^^^— ;W= 1 0 : 1) o 

10 

mmmz (201) 

3- (2- (3- 0— f;v) 7-D7j^:¥^» -4- (t: 
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TLC : Rf 0.50 (^DD7^;i/A : ;i/= 19:1) ; 

N MR (300 MHz, CDQa) : 6 7.55 (dd, J = 2.1, 0.6 Hz, IH), 7.36 (dd, J = 2.1, 0.6 
Hz, IH), 7.15 (d, J = 7.5 Hz, IH), 6.80-6.71 (m, 3H), 6.68-6.59 (m, 5H), 6.56-6.50 
5 (m,2H),6.27(t,J = 2.1Hz,lH),5.26(s,2H),4.04(t,J » 5.6 Hz, 2H), 3.78-3.68 
(m, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.20-2.08 (m, 2H) o 

^^J3 (2 0 2) 

3- (2- (2- (:;^7^5'^>-2-'r;^) 3:.hdPi^) -4- (N-^ai^ 




TLC : Rf 0.46 (n-'x^-y-^ : ®^^az^;i/= 1:2); 
NMR (300 MHz, DMSO-dg) : d 10.11 (s, IH), 7.91-7.82 (m, 4H), 7.76-7.69 (m, 
2H), 7.57-7.41 (m, 5H), 7.38-7.29 (m, 2H), 7.26 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 
15 4.38 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 2.80 (t, J = 7.6 Hz, 2H), 2.42 (t, J = 
7.6 Hz, 2H)o 
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5 2-t-::^h^^*;i/3j?-;i/-4-pt5=-;^7 3i-;v3— h' (l.Og) © 
M'fbj^l^ (io.oml) ^Kix 5 0'CT!N-::^D^;^^S/-f ^ K (6 4 5m 

g) ^ (7 6mg) §^IP;t^ m^^^i emmmmmh 

10 ^fto 

n^tircyv2Ai^(D¥i, n-p^^?)/^)vatky (3.omi) ^i^:f^M 
^u-i^A (3oomg) mux. m^m^5 o'ci^ immmi^Lrco ^}it^m 

m\^x. liTfomnm^mT^mmih^ (2 8 5mg) ^mtc^o 

TLC : Rf 0.23 in-^^V-> :mm:^^)^= 1 0 : 1) o 



20 3- [4-T-fe h:3f^e/^^;i/-2- (t -:/h^i/:^j;i/4^^;i') 
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o 




- it-yh^^ti)VTi^—JV) 7°D^>^3i5^;i/3i::^5^;i/ (4.5 g) 

5 <&5^h7tK07^> (50ml) :ioJiXJ^?f-S^ yf—JV (13ml) (D^^^ 
?8[tc:^«?bifeo ^(DmWLi::0'CX=m.^ti=-^ifirj]/6:m\m (3.4g) <fejp^. 

^^^ym^^^m-^ho^A (2.og) sii>b-r"oAnitfeo ^s-^^feo^cT? 
^mmib-^ (3.8g) ^i#;feo 

TLC:Rf 0.19 (n-^^r1?-> :B^^J^5=-;i/=5 : 1) o 

15 3- (4-5^^2 h=?pi^p«f^;i/-2-*;i/5}?^ri^:7 3iri;i/) :7'D7^>^aig=-;i/ 

o 




##^J6t?iSatbfc'fb-^ (3.8 g) ©^-fb^^vv (4.0ml) ^Id. m. 
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^-eT-V-;i/ (2.0ml) *5it5hU7;i/:^Di^m (5.0ml) ^m^^ 
5 TLC : Rf 0.63 (^Pn7^;VA : ;V=9 : 1) o 



##0!l7T-^atUfe'fb-^ (3.2 g) ©«h>>V3i> (20ml) ^^-n 
MM'e:^=^1fU;i^^D^-< h* (1.0ml) :feJ:ZJfN, N-S^;*5^;V3Jt;vat^ 

i3h;v^>^»bfeo mm(Dm.<t^^^y> (i omi) i-i-y^ 

15 (2.1ml) ©m-fb^^^l/^ (3 0ml) (1.8ml) 

^K:o"Cfsn;i> u-mo^immimi^rco mjiBU-^i^^i^um. (7.0m 
^5fc#=^x «iiib-Cs jj^TcDi^tt^it^^-rs^m^b^ (4.5 g) tin'^o 

TLC : Rf 0.25 (n-^=3rt)-> : l^^3^g^;V= 2 : 1) o 
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3- [2- ( l—CJ\yy^^?\y) :ib;W^^-f -4-tKD 




0^m8X'Wti^tci^h-^ (10.9mm o 1) ©Ji^J'y— ;i/ (4 0ml) 

^^7^— (n — : i^Mai^;V= 1 : 1) l^mmvx. ^XTO^^^^ 

10 T L C : R f 0.20 (n-^=3i^-9-> : i^^Ji^;i/= 1:1); 

N M R (300MHz; CDQ,) : 6 8.14 (d, J = 8.7 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
7.40 (m, 3H), 736-7.10 (m, 4H), 6.61 (t, J = 5.4 Hz, IH), 5.08 (d. J = 5.4 Hz, 2H), 
4.59 (s, 2H), 4.03 (q, J = 7.2 Hz, 2H), 3.06 (t, J = 7.4 Hz, 2H), 2.67 (t, J = 7.4 Hz, 
2H), 1,19 (t, J = 7.2 Hz, 3H)o 

15 

mmms 

3- [2- ( (:^7^ix>- 1— f;v>«5^;i/) *;w^^-f;v) -4- (2- 
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^«iiJ4-?fSBib^^b^( 3 0 0 mg):fe 2 -;V(0.12 
ml) CD^^b^t (4nil) ^ti. ^mT- h U 

>( 3 0 0 mg) *3<}:tJ«i^3i5^;vry i^:i7;V7}f:3p>> V- h (0.5m 1,40% 

1) -^mmvt. i^xrom^m^mT^^mfit'^ (3 3 0mg) *i§fco 

TLC : Rf 0.25 (n-^=^-9-> :B^m^^>'V=3 : 1) ; 
NMR (300MHz,CDa3) :6 8.15 (d, J = 8,1 Hz, IH). 7.93-7.80 (ni,2H), 7.62- 
10 736 (m, 7H). 7.16-7.06 (m, 2H), 6.89-6.76 (m. 2H), 6. 52 (t, J = 5.4 Hz, IH), 5. 10 (d, 
J = 5.4 Hz, 2H), 4.99 (s, 2H), 4.05 (q, J = 7.2 Hz, 2H). 3.09 (t, J = 7.4 Hz, 2H), 2.69 
(t, J = 7.4 Hz, 2H), 2.17 (s, 3H), 1.19 (t, J = 7.2 Hz, 3H)o 

(i-> ^^mm5 (8 3) 
pmm^ (1) 

3- (2- ( (3-^5^;v-i- (:^7>5^v>-i-^>'V) :r5^;i/) :b;wt 

20 =t^)^) -4-73i^^>>pi5^;V7 3ir:;V) rD>'1>m^^-'V^:^^''^ 
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o 



a" 




TLC : Rf 0.66 {n-^^V'> : if^Ji5^;u= 1 : 1) o 

mmmb (2) 

5 3- (2- ( (i-p<^;i/-i- 1 — r;!/) *;wt 

o 



TLC : Rf 0.14 (n-^=^-y-> : i^^j:i5^;i/= 1 : 1) o 
10 ^^J5 (3) 

3_ (2- ( ( (iR) -1- — r;v) :*;wt^ 

o 
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TLC : Rf 0.58 (n-^:¥1?-> : mm^^'^^^^ 1 : 1) o 

mmms (4) 

3- (2- ( (1- ^T-nli;!/) ^JW^'^^JV) - 

o 

TLC : Rf 0.56 (n-^^^^ BWi^J^'^^^^ ^ = D «> 
(5) 

0 3- (2- ( ( (IS) -1- (r^^^VV-l—f^V) x.^)V) ^JW^"^ 

o 

TLC : Rf 0.58 {n--^^-^> : mm^^^Jl^^ 1 : 1) o 

15 mmm5 (6) 

3- (2- ( (3-^f-;v-i- (^7^v>-i-^>'W :^3;wn- 
^>f;i/) -4- (ifU^^>-3-^;v:4-^5>'^^>'V) :7-DM>m 
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O 




TLC:Rf 0.31 {n-^^1)-> :mm^^}V=l : 1) o 
(7) 

3- (2- ( (3 1 -7 Ji— *;w^^-f;i/) -4-7 

o 



TLC : Rf 0.65 :mm3^^JV=l : 1) o 

^^J5 (8) 

3- (2- ( ( (IR) -1- (:^:7 3^i/>- i->f;i/) itijw^^ 
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TLC : Rf 0.78 (n--^=¥-y-> : f^^3i5^;V= 1:1) 



mmms (9) 

3- (2- ( (3-^5^;v-i- (4-7;v:^D7:n-;v) ^5=-;!/) *;w^ 

o 

O' 




TLC : Rf 0.53 (n— n^1^-> :Wm:^'^f^=^ : D «> 



10 ^^15 (10) 

3- (2- ( (3-^a^;v-i- (4-pi^;v:7a.-;i/) r^;v) *;w^^ 
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o 




TLC : Rf 0.52 (n-^^-b-> : I^^a:5^;i/= 3 : 1) o 
Wm]^ (11) 

5 3- (2- ( (3-^^;i/-l- (4-7;V2hn7ai-;i/) y^)]/) jb^w? 



^^J5 (12) 

3- (2- ( (3 -p^^'-;!'- 1 - (4-7;i/3r-P7 3:-;v) 

-4- (2-^5'nD-5-pi5^;v:7 3i^^ri^p«5^;i^) 7* 



o 




TLC : Rf 0.74 i^UU:^)\^J^ : ^^y— ;i/= 1 0 : 1) o 



10 
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o 




F 



TLC : Rf 0.74 i^UUMA : ;i/= 1 0 : 1) » 

mmm5 ( i 3) 

5 3- (2- ( (3-^^;i/-i- (3, 5-i^^^;i/7iii-;i/) 

o 



TLC : Rf 0.58 (n-^^V-> :f^m^^;i/=2 : 1) o 

10 mmms (i4) 

3_ (2- ( (3-;»<^;v-i- (3, 5 * 




218 
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o 




TL C : Rf 0.78 (n-^^-l?-> : Bf^3i5=-;i/= 1 : 1) o 

mmms c i 5) 

3- (2- ( (3-p«^;i/-l- (3, 5-S^j>«5^;i/7^::^;i/) zf^^v) -fy 

;wt^>f;i/) -4- (2-p?^;v:7ai^:^p^'j>?5=-;i/) :7jc-;b) t'd^^iv^ 



O 




TLC : Rf 0.67 (n-^^r-t?-> : @^Ji5^;i/= 1 : 1) o 

mmm 5 ( i e ) 

3- (2- ( (3-pt5=-;i/- 1- (3, 5-i;^5^;V7ir:;i/) 
;wt^>r;i/) -4 - (2-i?DD-5-;<^;v7a;y^^p?^;i/) 7 
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^^15 (17) 

5 3- (2- ( (3-^^;V-l- (3, S-S^^^^V^rcr^;!/) * 

;wN'^'f;i/) -4- (i^';s^>-3-^;v:^=3ps^p«5^;v) 7*p71 




10 



TLC : Rf 0.21 {.xi-^^'^y 1:1) 



5 (18) 



3- (2- ( (3-p«^;V-l- (4-p<h^5/-l, 3-S^^=^1?--f >^ 
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TLC : Rf 0.70 (n-^^-y-> : logger: ^;i/= 1 : 2) o 
mmS (19) 

3- (2- ( (3-^^;i/- 1- (4 -pi h^ty- 1, 3 -S^;rdr-9--r>^5^ 

>-6 — f;i/) :^5=-;i/) ;b;wi^-f;i/) -4- i3-iy-r^y:!^^^iy^^ 



o 




TLC:Rf 0.60 ( n-^^i?-> : fi^^3i^;i/= 1 : 2) o 
lyfegiJS (2 0) 

3- (2- ( (3-^5^;i/-l- (4-;>< h=^r$^- 1, 3 -i^;^-^r'b--r >^ 

>-6-'r;i/) :?'5^;i/) *;w^^-r;i/) -4- (2 -^5^;i/7 3iy:J|r$^p<^ 
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O 





cx: 



TLC : Rf 0.70 in-^^1)-> : i^M:3^5^;V= 1 : 2) o 
^^J5 (2 1) 

5 3_ (2- ( (3-^^;v-l- (4-7;v:^D-3-^5=-;v7 3i-;v) 



mmm^ (22) 

3- (2- ( (3-^^;v-i- (4-7;v;^P- s-^^^-;^^^^^^;!/) :r 
7 31— ;v) :7'D7i>^^5^;i/3i:^7";i/ 



o 




T L C ; R f 0.56 ( n-^^i^^ : 'mWL^^y\^- 2 : 1) o 



10 
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o 




TLC : Rf 0.48 in-^^1^> : g^Kai^;V= 2 : 1) » 
^^J5 (2 3) 

3- (2 - ( {3-^9-)i^- 1- (3-pt5^;P7a^^;i') y^JV) :d;wt^ 



o 




T L C : R f 0.70 {n-^^^)-^ : B^^3i^;V= 1 : 1 ) o 
5(24) 

3- (2- ( (3-^^;i/-l- (3-p< h^i/7 3c^;u) r5^;v) :i7;w? 
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5 ^mms (2 5) 

3_ (i_^x,c;;p_3_ (3_^5:-;u_ 1- (3, 5 x-;!/) 




TLC : Rf 0.66 (n-^=3p•^:^> : B^#ji5=-;^= 1 : 1) o 

10 

mM ^\5 (2 6) 

3- (2- ( (3-p?^;i/-i- (3, b^5^7 3i-;v) 
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o 




T L C : R f 0.45 (n-^=3p-y-> : B^^ai5^;i/= 1 : 1) „ 
^^J5 (2 7) 

3- (2- ( (3-^^;i/-l- (3-^5^;i/-4-7;i/;^-D7 3i-;i/) :7 



o 



10 




T L C : R f 0.43 (n-^=^•t^> : @f^3i^;i/= 2 : 1 ) o 
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mmms (2 8) 

3- (2- ( (3-p^^;v-l- (3, 5->:^p<h=^i^7a.-;i/) 

o 




5 

TLC :Rf 0.42 (n-^=3^-b-> : fi^^^5=-;V= 1 : D « 



^^15 (2 9) 

3- (2- ( (3-^^;v-l- (3, 5-i?^5^;v7:nn;v) 



o 




TLC : Rf 0.44 (n— ^=^1^> : S^^^^''^= 3 : D » 
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mmm5 (s o) 

3- (2- (1- (3, 5-S^^^;b7 3i— ;v) y^jVi^JW^'E^ )\/) -4 



5 TLC : Rf 0.79 (n-^=3^-b-> : gf®3i5^;i/= 1 : 1) o 
5(31) 

3- (2- ( (3 -;^5=-;i/- 1- (3, 5-i^p<^;i/7ai^;i/) 

10 





TLC : Rf 0.56 (n-^^rl^-V : Bf^3:.^;V= 2 : 1) o 
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mmms (3 2) 

3- (2- ( (3->^5^;V-l- (3, 5-i^pi5-;i/7a.ri;i.) ^5^;^) 
5 p(-5^;vx;^7^;v 



o 




TLC : Rf 0.55 in—^^'^>''^^=^^>^='^ ' 1> ° 



g^^ ffflS (3 3) 

3- (2- ( (3-^5^;v-i- (3, s-^^p^^;^^:.!-;^ :/5=-;v) 

;WN-^^;V) -4- (2, 4-S^7;V:^P7:n^=^^»^^;V) 73.::^;i/) 

o 
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TLC : Rf 0.55 in-^^V> :mm^^Jl^=2 : 1) o 

3- (2- ( (3->«5=-;i/- 1- (3, 5-$?^^;b7 3i— ;v) y'^^jv) 
5 ;w^^-f;i/) -4- (3 — 7;i/:tn7 3iydp$^p<^;i/) 73^-;!/) irDz-sv 



T L C : R f 0.56 (n-^^1^-> : i^^cc5^;i/= 2 : 1 ) o 

10 (3 5) 

3- (2- ( (3-^^;i/-l- (3, 5-$^^^;i/7ai— 387 
-4- (2, 5-5^:7;i/;^D7 3i^:^i/;>i5^;i/) ^a^ri;!/) 7* 
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mmm5 (3 6) 

5 3- (2- ( (3-^^;w-l- (3, 5-s^^^;v7 3i-;v) :b 



o 




TLC : Rf 0.51 (n-'Niel^-^ :S^m:i^5^>'^=2 : 1) o 



^^'5 (3 7) 

3- (2- ( {3->^^)v-i- (3, 5-^^7i^;v7ai-;i/) * 
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o 




TLC : Rf 0.25 (n-^=^V-> : B^3i5^;i/= 1 : 1) o 
5 ^^J5 (3 8) 

3- (2- ( (3-p<5^;v-l- (3, 5-s^^^;i/7 3i— iu 

^l/A^'f;!/) -4- {3-:^ h^t^7 3L^:if^jl^)]/) 731— ;w) :7*D>'^> 



o 




10 TLC : Rf 0.91 (n — \^•t^> : Sf^j:5=-;V= 1 : 1) o 
^^15 (3 9) 
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3_ (2- ( (3-p«^;v-l- (3, 5-i^;^5^;i/7 3c-;v) A 



5 TLC : Rf 0.87 (n-^=¥t^> : B^^J^5=-;V= 1 : 1) o 
^#J5 (4 0) 

3- (2- ( (3-^5^;v-i- (3, 5-5^^^;i/7 3i^;i/) * 
;w^^-f;i/) -4- (2 -^nn-4-7;i/;rD>'3iy'=?r$/^5=-;v) ^a^— 
10 ;v) rD7i>^pt^;vj^:^5^;i/ 





TLC : Rf 0,42 (n-^=^1^> : S^^3i5^;V= 1 : 1) o 
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mmm5 (4 i) 

3- (2- ( (3-^^;i/-l- (3, 5-2;^5=->>V7 3i~;i/) zf^jv) * 

o 




TLC : Rf 0.43 (n-^^^l^-V : S^^3^5^;i/= 1 : 1) o 
^^J5 (4 2) 

10 3- (2- ( (3-^5^;i/-l- (3, 5-S^;>t^;V7ai-;v) y^JV) iti 
jw^^^jv) -4- (2, 5 :7"d 



o 
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TLC : Rf 0.42 (n-^=^1^> :B^3^^;V=1 : 1) o 

mmm5 (4 3) 

3_ (2- ( (3-;»<5^;v-i- (3, 5-s^>t^;i/7ji-;v) •:/^)^) * 
5 ;wt^'f;i/) -4- (2-^ h^^-5-p«5^;i/7:nydp$/^^;v) 7x- 



TLC : Rf 0.51 iii.-^^-^> :mM^^J^=2 : 1) o 
10 ^^J5 (44) 

3- (2- ( (3-pt^;v-i- (3, 5-s^;^5^;i/7 3i-;v) :75^;V') * 
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o 




TLC : Rf 0.50 (n-'\=^i^> : i^^J^^;i/= 2 : 1) o 
^^J5 (4 5) 

3- (2- ( (3-^^;V-l- (3, 5-S^p5 5^;i'7:n^;i/) -Xi 
;W'^^-r;i/) -4- (4-7;i/:^D7 3iy:^^^^;i/) :7a;n;i/) :7'd>^i> 



o 




T L C : R f 0.52 (n-^^i^> : WWl^^)^= 2 : 1 ) o 
Wm^ (4 6) 

3- (2- ( (3-^^;i/-l- (3, 5-s^^^;v:7 3i— 

;w^^-f;i/) -4- (3 -^nD7 jiy^t^^^^;!/) yu?^>m 
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o 




T L C : R f 0.59 (n-^^-y-V ; ®^^J^^;V= 2 : 1 ) o 

5 ^^J5 (4 7) 

3- (2- ( (3-^g^;p-l- (3, 5-S^^^;i/7:3i-;i/) -r^)]/) iu 
}V) -4- (2-7;i/::rD-5-;»{^;i/7:ty=^i^^5^;V) 7 31— 



o 




10 TLC : Rf 0.46 (n-'\=^-y->' : S^^^5^;V= 2 : 1) o 
^^J5 (4 8) 
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3- (2- ( (3-^5=-;!/- 1- (:^7^1/>- 1 — y^)}/) *;wt 



5 TLC : Rf 0.49 (n-'^^3p"b-> : i^^3i5=-;V= 1 : 1) o 
^^J5 (4 9) 

3- (2- ( (3-^5^;i/-l- (:^>'i5'l/>- l--r;i/) ^^^^^W) :;!7;W^ 
-4- (2, 5 -S^7;i/;rD7 3;yapi^^5^;V) ^ai— rn^'i 

10 ^^Wi^^)\/:^7.=r)\/ 



o 




O 




TLC:Rf 0.49 (n— : ff^ai^;v= 1 : 1) » 
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mmm5 (so) 

3- (2- ( (3-p(5^;i/- 1- {'^'7^uy-l-^)V) iuw"^ 
^>r;v) -4- (3 -i^T/ :7i^^i/pC5^;v) yu^^:ym:^^ 

5 



TLC : Rf 0.52 : »ffi3i^;i/= 1 : 1) o 

^^^J5 (5 1) 

10 3- (2- ( (3-^^)1-1- (3, 5-i?^^;i/7aiiz;v) :r5=-;i/) * 
;w^^-r;i/) -4- (3, 4-V:7j]y:^uy:^J^^A^)V) 7 r 
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TLC : Rf 0.50 in-^^V> : »M3i5^;i/= 2 ; 1) o 
mm 5(52) 

3- (2- ( ( (IR) -3-^^;u_i- (3, 5 -i^jl^fVy ol-JV) 
:i7;W^^-Y;i/) -4- (2, 5 -S^ 7 0:701 7 



o 




TLC : Rf 0^7 (n-^=^■t^> : i^^3i5^;i'= 2 : 1) o 
^^J5 (5 3) 

3- (2 - ( ( (IS) -S-^^;!/-!- (3, 5-S^^5^;i'7ar-;i/) 
::^5^;i') *>»wt^-f;v) -4- (2, 5 -i?7;i/;^D7 jc^ :;\r^p<^;i/) 7 
3a -;v) 7*D/'i>^p<5^;pa^^^;i/ 
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o 




O 




F 



r 



TLC : Rf 0.57 {n-^^1)-> : |^Kj^5^;1'=2 : 1) o 

mmm5 (5 4) 

5 3_ (2- ( ( (IR) -3-p«^;i/-l- (3, 5-Z^yi^)Vy=^-)]y) 

y^j]/) 5!3;w^^>f;p) -4- (2-:7;v:^n7 3i>'=3s=-2/p<^;v) 



TLC : Rf 0.78 (n-'\=3F-l?->' : I^IS3^5^;V= 1 : 1) » 

10 

^^J5 (5 5) 

3- (2- ( ( (iR) -3-^^;v-i- (3, 5-S^^^;V7 3i-;V) 
:r5=-;i/) i^jw^'e^jv) -4- (4-7;i/3j-D7 3i>'^5/^5^;v) 731— ;v) 



o 
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o 




TLC : Rf 0.45 (ii-^=^1^-> : i^^Ji5^;i/= 3 : 1) o 

5 mmmS (5 6) 

3- (2- ( ( (IR) 1- (3, 5-^^5=-;i/7 3in;i/) 



o 




10 TLC : Rf 0.71 in-^^D-> : M3^5^;i'= 1 : 1) o 
^^15 (5 7) 
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3 - (2 - ( ( (IR) -3-^5=-;v-l- (3, 5-$^^^;i/:7i-;i<') 



5 TLC :Rf 0.51 (n— s=3p-9-> : l^mJ^5=-;V= 3 : 1) o 
^^J5 (5 8) 

3_ (2- ( (1- (3, 5-5^^^;i/7 3i-;i/) $/ii7n^dp$/;v) :&;w^ 
-4- (2, 5 -$^7;v:rn7ai>'dE^->pC^;v) rP7i 
10 l/WL:^^y\y^'^'rr^ 



o 





TLC : Rf 0.52 (n-^=3F"y-> : S^®J^5=-;i/= 2 : 1) o 
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^^J5 (5 9) 

3- (2- ( ( (IR) -3-p?^;V-l- (3, 5-i?^5^;V7 3^-;i/) 

5 :7°D>'i>^p{5=-;v3i::^7^;i/ 



TLC:Rf 0.70 in-^^1)-> : Wm^'^J^^^ 1 : 1) o 
gtffe^JS (60) 

10 3- (2- (4- (3, 5-S^^5^;i/7ai-;V) 71— t PDlf^:^- 4 ->f 

;v) *;wi^-f;i/) -4- (2, 5 -i^7;i/:4-D7 3iydE^^^^;i/) ^a^ri 
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T L C : R f 0.49 (n-^^D-y : fm^^^)^- 1 : 1 ) o 

mmms (6 i) 

3 - (2 - ( ( (IR) -3-y^^)]y- 1- (3, 5 

5 ?!7;w^^-f;v) -4- (3-i/T>' ^aiy^^i^^^^;!/) 



TLC : Rf 0.59 (n-^^"y-> : I^®:n^;V= 2 : 1) o 

10 ^^J5 (6 2) 

3_ (2- ( ( (IR) -3-^^)V-l- (3. 5-S^p<5^;i/7x^;i/) 

*;w?^-r;v) -4- (2, 5 -:S^^^;v7 3iy':af5^p«5^;i/) 731 



o 
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mmm5 (6 3) 

3- (2- ( ( (IR) -3-^^;v-l- (3, 5-S^^5=^;i/7 3i-;i/) 



o 




TLC : Rf 0.67 (n-^^i^> : i^^3i^;V= 3 : 1) o 



^^J5 (6 4) 

3- (2- ( ( (IR) -3-p«^;v-l- (3, 5-V^=^J}/Z7jl=.;v) 
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5 mmms (6 5) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-s;^5^;i/7ai-;i/) 



o 




10 TLC : Rf 0.75 (h;V3i> : B^^3^5^;V= 2 : 1) o 
^^J5 (6 6) 
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3- (2- (4- (3, 5 t. h* D5^:ri^^ >- 4 

— r;p) :&;w'?^-f -4- (2, 5 -:^7;i/::rD7aiy^$/^5^;i/) :7 



5 TLC : Rf 0.50 (n-^^-l^> : i^^Ji5^;i/= 3 : 1) o 
i^^JS (6 7) 

3- (2- ( (4— (3, 5 t KDtf^>-4 - 
10 D/i>^^f^;i/j^xv^;i/ 



o 




o 




TLC : Rf 0.20 {T\.-^^^y : S^^:3i^;i/= 2 : 1) o 
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^^#15 (6 8) 

3- (2- ( (4- (3, 5-i^^^;i/7:c-;v) ^•^^^^>-4- 
5 7*P>'^>®^^>'VJ^^^''l^ 



o 




TLC : Rf 0.70 '.W^^'^^^^ 1 : 1) » 

^^15 (6 9) 

3_ (2- ( (4- (3, 5-i^^^)^y^-)^) >'l-t Knlf^V-4- 

^;v) ?t3;w^^'f;^) -4- (2-iJ7Dn-5-^-3^;i/7^^=^^'^5^>'W 
7 3iri;i/) ro>'^>Mp«^>'V^:^5^''J^ 



o 
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T L C : R f 0.69 {n-^^V-> : @^^3i^;i/= 1 : 1 ) o 
mmM5 (7 0) 

3- (2- ( (4- (3, 5 ^'l— t - 
5 /b^w^^-f;!/) -4- (2, 5-V^uvy3Lj^sy^^Jv) y =i^=. 

)]/) 7*D/'«>^p«^;i/a^x^;i/ 



TLC : Rf 0.70 (n-^^^iJ-V : i^^a^5^;i/= 1 : 1) o 

10 ^^J5 (1 1) 

3- (2- ( (4- (3, 5 ^1— t. Kd l^^>- 4 - 
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o 





HN 



TLC : Rf 0.68 {n-^^V-> :Wm:^^f^= 1 : 1) o 
^^J5 (7 2) 

5 3_ (2- ( (4- (3, 5-yp<5^;V7 3i-;p) 4 - 

>f;v) pJ7;wt^-f;v) -4- (3 -^PP:7 3i>'=ap^'^5=-;i/) :7 3i:^;i/) 



^M#iJ5 (7 3) 

3_ (2- ( (4- (3, 5 -5^^5^;i/>'3iri;i/) 7l-ti ^<^t^^y-4- 
>f ;v) *;wt^'f;i/) -4- (3-7;v;rP7 3i>'^5/^5^;i/) 

250 



o 




TLC : Rf 0.70 :Wm:J^'^)V= 1 : D o 
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o 




TLC : Rf 0.42 (n-^=^-9-> : B^^3i^;i/= 1 : 1) o 

5 ^^J5 (7 4) 

3- (2- ( (4- (3, J^—}i\'Ui:^>-4- 

-f;i/) 5b;wt^-f;i/) -4- (2, 5 73.— 



o 




10 TLC : Rf 0.50 (n-^=^p-b-> : g^^:ii5^;i/= 1 : 1) o 
^^15 (7 5) 
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3_ (2- ( (i-pi^;v;^;i/>^-;v-4- (3, 5-s^^5^;v7 3i-;i/) 

\^^))i^y-4-^)V) :t»;WN'^-f;i/) -4- (2, 5 -i?7;V:tP7 3i>' 



5 T L C : R f 0.40 (n-^^^l^^ : B^m^5=-;i/= 1 : 1 ) o 
^^15 (7 6) 

3_ (2- ( (4- (3, 5-$^pi5^;P7 3i-;v) .^'^-t h*D tf^>- 4 - 
10 7*D/'«>^-?^^>'^^^7"''l^ 




o 
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TLC : Rf 0.41 (n-^^D-> : S^^ai5=-;i/= 1 : 1) o 
(77) 

3- (2- ( (4- (3, 5-i>:^^)\/7j^=-)\/) t ^•Dt:^>-4- 
5 >f;v) p?7;w^^-r -4- ( 2 -^J^nn^oiy ^S/p<5=-;i/) :7 3i— 7" 



o 




T L C : R f 0.41 (n-'v^^if > : i^^3i5=-;i/= 1 : 1 ) » 

10 ^#J5 (78) 

3- (2- ( (4- (3-;»i5=-;i/7 3i-;i/) ^i— t HDlf^>-4 — r;P) 
*;wt^-r;i/) -4- (2, 5-s?7;i/;d-D7aiydf-i/;>?^;i/) 7 
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o 




o 



TLC : Rf 0.34 (n-^=3Pl?-> :f^^^^-'V=2 : 1) o 

mmm5 (7 9) 

5 3_ (2- ( (4- ii-y^v>-i—()^) /'I— t b'Dt;7>-4— f;^) 
*;wt^>f;v) -4- (2, 5 y^-?^) 



mmms (8 0) 

3- (2- ( (l-p«^;v-4- (3, 5-i;p<5^;V7a.ri;i/) tf-^Ui^> 
-4— f;v) iJJW^=e^)\^) -4- (2, 5-s^:7;i/:^D7aiy^$/p<5^;p) 




TL C : Rf 0.52 (n-^#-b-V : B^^J^5^;^= 1 : 1) <> 
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7 3i— 7*D>'i>^^5^;i/3^x5^;i/ 

o 




I 

TLC : Rf 0.53 {^UtJ-!)^?l/J^ : :^^^—)]/=9 ; 1) o 
5(81) 

3- (2- ( (l-3i^;i/-4- (3, 5-i^;<^)Vy :j^—JV) if^>;^> 

-4 — r;i') *;w'?^'f;V') -4- (2, 5 -^7;i/:4-D:7 3iy^r^'^5=-;v) 
7 7'D/'?>^9^;i/ai:^7^;i/ 



o 




T L C : R f 0.52 (^J? D n2^;i/A : ^ ^ — ;!/= 10: 1 ) o 
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mmm5 (8 2) 

2- (2- ( (3-^5^;i/-i- (3, 5-$?pt^;i/7 3i— y'^jv) * 



o 




5 TLC : Rf 0.28 (n-^^-y-> : l^^:n^;i/=3 : 1) o 
mi^J5 (83) 

2- (2- ( (3-^^;i/-l- (3, 5-J?^^;i/7 3i— :;^5^;i/) * 

;w^^ -<;!/) -4- (2-^7DD-6-7;i';rD'^>^^;i/::r=^$^) ^ai^':^ 
10 2^) i^^^^;^^^^^^;!^ 

o 




TLC : Rf 0.75 (n-^^■^^> :mM^9-Jl'=l : 1) » 
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3- (2- ( 1— f :!!7;wt'=E-f ;p) -4- (2- 



USS^JB-^^Ufc-fb-^ (3 3 0mg) ^ffiv^■r> 3 i: 1^ 
#^c:alf^bT^ J!j;T0J^14fit^*-rS^M<b-^ (2 2 3mg) ^mfto 
TLC : Rf 0.49 (^DD3}t;VA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.00 (t, J = 5.5 Hz, IHX 8.24-8.16 (m, IH), 
10 8.01-7.94 (m, IH), 7.91-7.84 (m, IH), 7.63-7.41 (m, 6H), 7.34 (d, J = 8.1 Hz, IH), 
7.19-7.10 (m, 2H), 6.99 (d, J = 7.8 Hz, IH), 6.85 (t, J = 7.5 Hz, IH ), 5.09 (s, 2H), 
4.94 (d, J = 5.5 Hz; 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.16 (s, 
3H)o 

15 mmme (i)--mmm6 (3 6 5) 

usai-eajs (1) ~5 (8 3) x-m^vfc^^h^m. ^fefi«a^s<b^5£ 

20 mmms (i) 

(2E) -3- (2- ( (:^7t$'i'>- 1— f ;i/pi^;i/) :«j;wt^'f;v) - 



5 
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COOH 



TLC : Rf 0.35 i^un^^)]/A : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-dj) :6 9.10 (t, J = 5.7 Hz, IH), 8.17 (d, J = 7.8 Hz, IH), 
8.00-7.82 (m, 5H), 7.65-7.45 (m, SB), 734-7.22 (m, 2H), 6.50 (d, J = 15.9 Hz^ IH), 
5 6.29 (t, J = 2.1 Hz, IH), 539 (s, 2H), 4.94 (d, J = 5.7 Hz, 2H)o 

mme (2.) 

3- (2- ( ('^y^u>-i->(j]yj>^^jv) p?7;w^^-r;i/) -4- 



TLC : Rf 0.48 (^DD;^;i/A : ;V=9 : 1) ; 

NMR (300 MHz, DMSO-dfi) : d 12.11 (s, IH), 8.93 (t, J = 5.7 Hz, IH), 8.16 (m, 
IH), 7.95 (m, IH), 7.85 (dd, J = 7.1, 2.2 Hz, IH), 7.79 (d, J = 2.4 Hz, IH), 7.61-7.42 
(m, 5H), 7.28-7.13 (m, 3H), 6.25 (t, J = 2.0 Hz, IH), 5.29 (s, 2H), 4.89 (d, J = 5.7 Hzi 
15 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.48 (m, 2H) o 

^#06 (3) 

(2E) -3- (2- ( (±y^iy>-2 — r;v^^;v) *;w^^-f;i/) - 
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TLC : Rf 0.29 (^DD5tc;VA : ^^y— ;V= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.13 (t, J = 6.0 Hz, IH), 7.96-7.80 (m, 7H), 
5 7.60-7.44 (m, 4H), 739-7.34 (m, IH), 7.32-7.24 (m, IH), 6.52 (d, J = 15.9 Hz, IH), 
6.31 (t, J = 2.0 Hz, IH), 5.42 (s, 2H), 4.64 (d, J » 6.0 Hz, 2H)o 

^^J6 (4) 

(2E) -3- (2- (N- (:^73?U^'-2 — f;V;><5^;V) -N-j^^Jl 

10 A;w^^'f;i/) -4- (tr^y— i--f;v^5=-;i') ;i/) -2-r 




TLC : Rf 0.33 (^^^7^^;^A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.92-7.06 (m, 13H), 6.44 and 6.41 (each d, J = 15.9 
15 Hz, IH), 632 and 6.16 (each t, J = 2.1 Hz, IH), 538 and 5.28 (each s, 2H), 4.95 and 
4.42 (each s, 2H), 3.13 and 2.66 (eadi s, 3H)o 



mmme (5) 

(2E) -3- 



(2- 
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4 - 7 3^ 




COOH 



Cr 



TLC : Rf 0.52 (t^POsJ.;i/A : ^t^y'— ;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-dfi) : 6 9.19 (t, J = 5.8 Hz, IH), 8.02-7.82 (m, 6H), 
5 7.64-7.44 (m, 5H), 7.38-7.26 (m, 2H), 7.04 (d, J = 7.8 Hz, 2H), 6.96 (t, J = 7.4 Hz, 
IH), 6.55 (d, J = 15.9 Hz, IH), 5.19 (s, 2H), 4.66 (d, J = 5.8 Hz, 2H)o 

^^J6 (6) 

(2E) -3- (2- ( i—f;!/^^;!/) *;w^^^;i/) - 

^COOH 



TLC : Rf 0.53 i^xiX2:t^?VA : p^^y— ;v= 10:1) ; 
NMR (300 MHz, DMSO-dJ : d 9.14 (t, J = 5.4 Hz, IH), 8.20 (d, J = 8.4 Hz, IH), 
8.02-7.84 (m, 4H), 7.66-7.46 (m, 6H), 7.36-7.26 (m, 2H), 7.01 (d, J = 7.8 Hz; 2H), 
15 6.96 (t, J = 7.5 Hz, IH), 6.53 (d, J = 15.9 Hz, IH), 5.16 (s, 2H), 4.97 (d, J = 5.4 Hz, 
2H)o 

^^J6 (7) 
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3_ (2- ( >b;W^^-f;i/) -4-73iy 




TLC : Rf 0,49 : ^^y'— ;i/= 10:1) ; 

5 N M R (300 MHz, CDCQ : 6 8.11 (d, J = 8.4 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
735 (m, 6H), 7.31-7.20 (m, 3H), 6.98-6.84 (m, 3H), 6.37 (t, J = 5.1 Hz, IH), 5.08 (d, 
J = 5.1 Hz, 2H), 4.95 (s, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H)o 



mmme (8) 

10 (2E)-3-(2-(l- (:^:7^ V>- 1 --r;V) :*;wN-^-r 

a' 

TLC : Rf 0.21 (^Dn/^;VA : ;i/= 10:1) ; 

N M R (300 MHz, CDCQ :6 8.24 (d, J = 8.7 Hz, IH), 8.14 (d, J = 15.9 Hz, IH), 
15 7.88 (d, J = 8.4 Hz, IH), 7.83 (d, J = 8.4 Hz, IH), 7.64-7.42 (m, 6H), 7.30-7.22 (m, 
3H), 6.99-6.88 (m, 3H), 6.40 (d, J = 15.9 Hz, IH), 6.18 (m, IH), 6.03 (brd, J = 7.8 
Hz, IH), 5.04 (s, 2H), 1.84 (d, J = 6.6 Hz, 3H)o 
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mmm6 (9) 

3- (2- ( 3ij;wt^-f -4- (2, 

^COOH 



5 TLC : Rf 0.56 (^DUJ^;!/^ : pt^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DNBO-dj) : S 9.00 (t, J = 5.5 Hz, IH), 8.25-8.16 (m, IH), 
8.01-7.93 (m, IH), 7.88 (d, J = 8.1 Hz, IH), 7.64-7.42 (m, 6H), 734 (d, J = 8.1 Hz, 
IH), 7.02 (d, J = 7.5 Hz, IH), 6-85 (s, IH), 6.67 (d, J = 7.2 Hz, IH), 5.06 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.26 (s, 
10 3H), 2.10 (s, 3H)o 

^^J6 (10) 

3- (2- ( (±z7^v>- *;w\"^>f;i') -4- (2, 

5-s^i7nn7jcy':^$/p«5^;i/) ;v) rD/i>^ 



TLC : Rf 0.47 (ii7DD3jx;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 12.1 (s, IH), 9.00 (t, J = 6.0 Hz, IH), 8.17 (m, 

IH), 7.94 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.59-7.40 (m, 7H), 7.35 (d, J = 2.1 Hz, 




15 
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IH), 7.33 (d, J = 7.8 Hz,lH), 7.03 (dd, J = 8.4, 2.1 Hz, IH), 5.19 (s, 2H), 4.91 (d, J = 
6.0 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

6(11) 

5 3- (2- ( (i-y-^fuy-i — ov^^^jv) *;WN-^'<;v) -4- (2- 




TLC : Rf 0.47 (^Dn3j^;VA : ^^^—J]/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 12.1 (s, IH), 8.98 (t, J = 5.4Hz, IH), 8.18 (m. 
10 IH), 7.95 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.60-7.41 (m, 6H), 737-7.26 (m, 2H), 
7.07 (d, J = 1.5 Hz, IH), 6.77 (dd, J = 8.1, 1.2 Hz, IH), 5.13 (s, 2H), 4.91 (d, J = 5.4 
Hz, 2H), 2.94 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.27 (s, 3H)o 

^^J6 (12) 

15 3- (2- ( (3-^5^;i/-i- (:^7:^v>- 1 — f ;W :^5^;i/) :^;w"^ 
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TLC : Rf 0.25 i^^D-> : Wm^^J)^= 1:1); 
NMR (300MH2,CDCl3) : 6 8.32 (d, J = 8.7 Hz, IH), 7.88 (d, J = 7.8 Hz, IH), 
7.80 (d, J = 8.4 Hz, IH), 7.61-7.25 (m, 9H), 7.00-6.90 (no, 3H), 6.38 (d, J = 8.7 Hz, 
IH), 6.14 (dt, J = 8.7, 7.2 Hz, IH), 4.99 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 
5 7.2 Hz, 2H), 1.97 (t, J = 7.2 Hz, 2H), 1.80 (m, IH), 1.13 (d, J = 6.6 Hz, 3H), 1.01 (d, 
J = 6.6Hz,3H)o 

mmme (i 3) 

3- (2- ( (l-^^;i/-l- ii-'7d^u>-l—()\y) >b;wt 
10 "E^f)]/) -4-73i>'^S^p«^;V73iri;i/) ytiJ'i>m 




TLC : Rf 0.15 (^:3et>-> : mm^^)^= 1:1); 
NMR (300 MHz, CDCQ : 6 8.55 (m, IH), 7.91 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 
7.68 (d, J = 7.8 Hz, IH), 7.50-7.23 (m, 8H), 7.00-6.90 (m, 3H), 6.53 (s, IH), 4.99 (s, 
15 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.12 (s, 6H)o 

mmme a 4) 

3- (2- ( 1 -'f';i/^5^;i/) ;i3;wt^>r;v) -4- (2, 



264 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.53 (^^DD>}^;VA : 10:1) ; 

NMR (300 MHz, DMSO-dg) :6 8.98 (t, J = 5.4 Hz, IHX 8.19 (m, IH), 7.96 (m, 
IH), 7.86 (d, J = 8.1 Hz, IH), 7.61-7.44 (m, 6H), 7.33 (d, J = 8.7 Hz. IH), 7.07-7.00 
5 (m, 2H), 6.93 (m, IH), 4.92 (d, J = 5.4 Hz, IH), 4.74 (s, 2H), 2.95 (t, J = 7.8 Hz, 2H), 
233 (t, J = 7.8 Hz, 2H), 2.23 (s, 6H)o 

mmme (is) 

3- (2- ( 1— <;i/^^;i/) :«7;w^^-f ;i/) -4- (2- 
10 5^DD-6-;^5^;i/7 3i^dps^^5^;i/) 73^^;v) -^u/^^m 

^COOH 



TLC : Rf 0.53 i^xnun^JVA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.98 (t, J = 5.4 Hz, IH), 8.19 (m, IH), 7.95 (m, 
IH), 7.86 (d, J = 8.4 Hz, IH), 7.61-7.44 (m, 6H), 7.37-7.30 (m, 2H), 7.21 (d, J = 7.8 
15 Hz, IH), 7.06 (t, J = 8.1 Hz, IH), 4.92 (d, J = 5.4 Hz, IH^ 4.87 (s, 2H), 2.95 (t, J = 
8.4 Hz, 2H), 2.53 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H)o 

6(16) 
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3- (2- ( i-'f;i/;><^;i/) *;wt^-f;i/) -4- (3- 




CN 



5 TLC : Rf 0.53 (^DP3^;i/A : pt^y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 8.97 (t, J = 5.4 Hz, IH), 8.18 (m, IH), 7.95 (m, 
IH), 7.85 (d, J = 7.2 Hz, IH), 7.60-7.30 (m, IIH), 5.13 (s, 2H), 4.91 (d, J = 5.4 Hz, 
2H), 2.94 (t, J = 7.8 Hz, 2H), 2.52 (t, J = 7.8 Hz, 2H)o 

10 TLC : Rf 0.56 (^DD7j%;i/A : ;i/= 1 0 : 1) o 

HM^JS (17) 

3-(2-(((lR)-l - (:;H7i5^l/>- l-^r;!/) cn5=-;i/) :i7;V>'^^ 



15 




T L C : R f 0.15 (^:¥-t?-> : S^^a:^;i/= 1:1); 

N M R (300 MHz, CDCI3) : 6 8.23 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.5 Hz, IH), 
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7.83 (d, J = 8.4 Hz, IH). 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 636 (d, J = 8.4 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.10 (t, J = 7.2 Hz, 2H), 2.78 (I, J = 7.2 Hz, 2H), 
1.80(d,J»6.6Hz;3H)o 

5 mmme (is) 

3- (2- ( (1- ii-7-$'U>- 5^7;w^'^-f - 




TLC : Rf 0.18 : 1^^^^^;!/= 1:1); 

10 NMR (300 MHz, CDQs) : 6 8.28 (d, J = 8.7 Hz, IH), 7.88 (d, J = 8.1 Hz, IH), 
7.81 (d, J = 7.8 Hz, IH), 7.60-7.24 (m, 9H), 7.00-6.89 (m, 3H), 637 (d, J = 8.7 Hz, 
IH), 5.94 (dt, J = 8.7, 8.7 Hz, IH), 4.98 (s, 2H), 3.05 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 
7.5 Hz, 2H), 2.15 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H)o 

15 mmm6 (19) 

3- (2- ( ( (IS) -1- (:^7^v>- 1— <;!/) 3i5=-;v) :i7;wt^ 
-y;u) -4-7 3i>':^rS/p«5=-;i/:7:cz::;i/) irp/^^^ 
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T L C : R f 0.15 : g^^j:5^;i/= 1:1); 

NMR (300 MHz, CDOg) :6 8.22 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 
7.83 (d, J = 8.1 Hz, IH), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 7.8 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.09 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 
1.80 (d, J = 6.9 Hz, 3H)o 

^^^J 6(20) 

3- (2- ( (1- (•^y^\yy-2-4)]/) 3ig=-;i/) :^3;i/n^-r;i/) -4 




TLC : Rf 0.17 (^^nDJ^;VA : ^^J^^— ;i/= 10:1) ; 
NMR (300 MHz, CDOg) : d 7.84 (m, 4H), 7.53-7.42 (m, 5H), 7.29 (m, 3H), 6.97 
(m, 3H), 6.56 (d, J = 8.1 Hz, IH), 5.50 (m, IH), 5.02 (s, 2H), 3.07 (t, J = 7 J Hz, 2H), 
2.77 (t, J = 7.5 Hz, 2H), 1.70 (d, J = 6.9 Hz, 3H)o 

^^J6 (2 1) 

3- (2- ( (4-p{ ^:3|r^:^7^ v>- 1— Y;i/pi5^;v) *;w^^-f;v) 
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T L C : R f 0.53 D n ■^J]/A : J — ;i/= 9:1) ; 
N MR (300 MHz, DMSO-d«) '.6 8.87 (t, J = 5.6 Hz, IH), 8.19 (dd, J = 8.3, 1.4 Hz, 
IH), 8.12 (d, J = 7.5 Hz;, IH), 7.62-7.48 (m, 2H), 7.46-7.36 (m, 3H), 7.32-7.23 (m, 
3H), 7.00-6.89 (m, 4H), 5.04 (s, 2H), 4.82 (d, J = 5.6 Hz, 2H), 3.96 (s, 3H), 2,92 (t, J 
5 =7.8Hz,2H),2.50(m,2H)o 

(22) 

3- (2- ( (:?-7^i/>- i—f *;w^^-r;i/) -4- (2- 



10 




TLC : Rf 0.34 (;j7PD3}^;i/A : ^^y— ;i/=9 : 1) ; 
N M R (300 MH^ CDCI3) .6 8.12 (d, J = 7.2 Hz, IH), 7.92 (dd, J = 8.1, 1.2 Hz, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.64-7.36 (m, 6H), 7.34-7.25 (m, IH), 7.14-7.02 (m, 
2H), 6.95 (t, J = 7.2 Hz, IH), 6.82 (d, J = 7.2 Hz, IH), 6.4 5 (brs, IH), 5.15-5.05 (m, 
15 2H), 5.07 (s, 2H), 3.13 (t, J = 7.5 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.28 (s, 3H)o 

^^16 ( 23) 

3- (2- ( (:^7^ w- 1— f;i/p«5^>>v) 3b;wt^-f;v) -4- (2- 
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COOH 



TLC : Rf 0.49 (^DD;}^;i/A : ^^y— ;i/=9 : 1) ; 
N M R (300 MH^ CDQa) : 6 8.18 (d, J = 8.4 Hz, IH), 7.94 (dd, J = 8.4, 1.8 Hz, 
IH), 7.93-7.82 (m, 2H), 7.75 (d, J = 1.8 Hz, IH), 7.63-7.37 (m, 6H), 7.32-7.25 (m, 
5 IH), 7.15-6.97 (ni,3H), 5.19 (s, 2H), 5.10 (d, J = 5.4 Hz, 2 H), 3.16 (t, J = 7.5 Hz, 
2H), 2.92 (5, 3H), 2.83 (t, J = 7.5 Hz, 2H)o 

mmme (24) 

4- (2- ( (3-^^;i/-i- 1— r;!/) :ib;wN* 

^COOH 



TLC : Rf 0.59 (^DD5}%;vi:^ : j^iJ'^— ;v= 10:1) ; 
N M R (300 MHz, CDCI3) : ^ 834 (d, J = 8.4 Hz, IH), 7.89 (d, J = 7.8 Bz, IH), 
7.80 (d, J = 7.8 Hz, IH), 7.63-7.18 (m, 9H), 7.02-6.88 (m, 3H), 6.20-6.00 (m, 2H), 
15 4.99 (s, 2H), 2.74 (t, J = 7.7 Hz, 2H), 2.27-2.17 (m, 2H), 2.00-1.40 (m, 5H), 1.13 (d, 
J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 




^^J6 (2 5) 
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3- (2- ( i4-y)V:tU'^:7^u>-l--()Vj>^^)V) :fy}W^^-()V) 




TLC : Rf 0.13 (^^DD3jx;i/A : ^^y— ;i/= 10:1) ; 
5 N M R (300 MHz, CDQ,) : 6 8.14 (m, 2H), 7.68-7.58 (m, 2H), 7.46-7.38 (m, 3H), 
731-7.23 (m, 3H), 7.09 (dd, J = 9.9, 8.4 Hz, IH), 6.98-6.87 (m, 3H), 6.39 (t, J = 5.1 
Hz, IH), 5.04 (d, J = 5.1 Hz, 2H), 4.96 (s, 2H), 3.09 (t, J = 6.9 Hz, 2H), 2.77 (t, J = 
6.9 Hz, 2H)o 

10 ^^J6 (2 6) 

3- (2- ( (^x'U>-4 — r;vp<^;v) :3b;w^^-i';v) -4-7^^=^ 




TLC : Rf 0.26 (^an;rv;i/A : ;><i^..'—;i/= 1 0 : 1) ; 

15 N M R (300 MHz, CDCI3) : 6 9.12 (t, J = 5.7 Hz, IH), 8.85 (d, J = 4.5 Hz, IH), 
8.24 (d. J = 8.1 Hz, IH), 8.06 (d. J = 8.1 Hz, IH), 7.79 (t, J = 7.8 Hz, IH), 7.66 (t, J = 
8.1 Hz; IH). 7.55-7.43 (m, 3H), 7.37-7.25 (m, 3H), 7.01 (m, 2H), 6.94 (t, J = 7.2 Hz, 
IH), 5.09 (s, 2H), 4.96 (d, J = 5.7 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 
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Hz,2H)o 

mmm6 (27) 

3_ (2- ( (3_p?5^;v-i- 1 :^;w-^ 

5 -4- 1— f;M^;v) :7a.^;v) rn^iv^ 




T L C : R f 0.41 P 03rc;i/A : ^ ^ — ;V= 10:1) ; 
NMR (300MHz,CDCl3) : 6 8.28 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.79 (d, J = 
7.5 Hz, IH), 7.62-736 (m, 6H), 7.22-7.06 (m, 3H), 6.65 (d, J = 8.7 Hz, IH), 6.27 (t, J 
10 = 2.1 Hz, IH), 6.19 (m, IH), 5.25 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.68 (t, J = 7J Hz, 
2H), 1.92 (t, J = 7.1 Hz, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 
Hz,3H)o 

^#!16 (28) 

15 3- (2- ( V>- l-'f;i/pi5^;V) :i3;V>'>*^'I' ;i/) -4- (2- 

i/ry 7 3iy=3ps^;^5^;v) :7 3i— ;v) ro/''«>K 
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TLC : Rf 0.23 i'^uu:^)]/A : ^^J'y— ;i/= 10:1) ; 
N M R (300 MHz, DN4SO-d,) : 6 9.01 (t, J = 4.8 Hz, IH), 8.17 (dd, J = 7.8, 1.5 Hz, 
IH), 7.94 (d, J = 6.9 Hz, IH), 7.85 (d, J = 7.2 Hz, IH), 7.74 (d, J = 7.5 Hz, IH), 7.65 
(t, J = 7.2 Hz, IH), 7.60-7.44 (m, 6H), 733 (m, 2H), 7.09 (t, J = 7.8 Hz, IH). 5.26 (s, 
5 2H), 4.91 (d, J = 4.8 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8. 1 Hz, 2H)o 

(29) 

3- (2- ( (i-7^\y>- 1 — f;i/^5^;i/) >b;w^^-f;v) -4- (2- 




TLC : Rf 0.20 (^Da7j>;VA : ^^y'— ;i/= 10:1) ; 
NMR (300MHz,CDCl3) : ^ 8.12 (d, J = 7.8 Hz, IH), 7.90 (d. J = 7.8 Hz, IH), 
7.84 (d, J =. 8.4 Hz, IH), 7.62-7.40 (m, 6H), 7.36-7.26 (m, 2H), 7.15 (ddd, J = 8.7, 
8.7, 3.0 Hz, IH), 6.88 (m, 2H), 6.39 (t, J = 4.8 Hz, IH), 5.10 (d, J = 4.8 Hz, 2H), 5.05 
15 (s, 2H), 3.12 (t, J = 7.5 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H)o 

^^J6 (3 0) 

3_ (2- ( (3 -j><5=-;i/- 1 - (:^7^^>-i — f;v) :7^;i/) :^7;w^ 
^'f;v) -4- (tfUi^>-3 — f;i/;r^s/p<5^;v) 731— ;i/) rn^'iy^ 
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COOH 



TLC : Rf 0.54 (^DD;fc;i/A : p^^?/— 10:1) ; 
N MR (300 MHz, DMSO-d.) : 6 9.09 (d. J = 8.1 Hz, IH), 8.36 (d, J = 3.3 Hz, IH), 
8.27-8.16 (m, 2H), 7.97 (d, J = 7.8 Hz, IH), 7.84 (d, J = 8.1 Hz, IH), 7.68-7.43 (m, 
5 6H), 7.41-7.30 (m, 3H), 5.93 (m, IH), 5.19 (s, 2H), 2.98-2.80 (m, 2H), 2.62-2.38 (m, 
2H), 1.97-1.76 (m, 2H), 1.59 (m, IH), 1.11 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H)o 

^^^J 6(31) 

10 3- (2- ( — r;v^^;v) :^;wt^'f;i/) -4- (2- 



TLC : Rf 0.55 (i7PD>^;VA : ^^J'y— ;i/= 10:1) ; 
NM R (300 MHz. DMSO-dj) : 6 10.44 (s, IH), 9.02 (t, J = 6.0 Hz, IH), 8.19 (m, 
15 IH), 7.97 (m, IH), 7.87 (m, IH), 7.78-7.42 (m, 8H), 7.40-7.28 (m, 2H), 7.11 (t, J = 
7.5 Hz, IH), 5.27 (s, 2H), 4.94 (d, J = 6.0 Hz, 2H) 2.96 (t, J « 7.8 Hz, 2H), 2.55 (t, J 
= 7.8Hz,2H)o 
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^^J6 (3 2) 

3- (2 - ( (:^7 3^l✓>- 1— f;i/^5^;i/) -4- (2- 




5 TLC : Rf 0.50 (^DD>l^;i/A : ^d^y— 1 0 : 1) ; 

N M R (300 MHz, DMSO-d^) : d 9.00 (t, J = 5.7 Hz, IH), 8.20 (d, J = 7.8 Hz, IH), 
7.97 (m. IH), 7.87 (m, IH), 7.66-7.30 (m, 8H), 7.20 (m, IH), 7.02 (d, J = 8.1 Hz, 
IH), 6.96 (t, J = 7.5 Hz IH), 5.10 (s, 2H), 5.03 (brs, IH), 4-94 (d, J = 5.7 Hz, 2H), 
4.57 (s, 2H), 2.96 (t, J = 8.0 Hz, 2H), 2.54 (t, J = 8.0 Hz, 2H)o 

10 

mmme (3 3) 

3- (2- ( i3-ji^fv- l-yj^=i)\yzr^j]/) >b;w^^-f;i/) -4-7 




15 TLC : Rf 0.31 (^nD7lx;VA : pi:^' >'—;!/= 1 0 : 1) ; 

N M R (300 MHz, CDCQ : d 7.45-7.25 (m, lOH), 7.02-6.93 (m, 3H), 6.40 (d, J = 
7.2 Hz, IH), 5.23 (m, IH), 5.02 (s, 2H). 3.01 (dt, J = 2.7, 7.8 Hz, 2H), 2.72 (t, J = 7.8 
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Hz, 2H), 1.85-1.65 (m, 2H), 1.60 (m. IH), 0.98 (d, J = 6.3 Hz, 6H)o 
^^J6 (34) 

3_ (2- ( — ()]/^^)]/) :;t7;Wi^'f -4- (2- 
5 yu^^>m 



TLC : Rf 0.50 {^UU-^;\/A ; ;V=9 : 1) ; 

N MR (300 MHz, DMSO-d«) : 6 9.07 (s, IH), 9.00-8.92 (m, IH), 8.17 (d, J = 7.2 
Hz. IH), 7.98-7.91 (m, IH). 7.88-7.76 (m, 2H), 7.68-7.40 (tn, 6H), 7.30 (d, J = 8.1 
10 Hz, IH), 7.10-6.96 (m, 2H), 6.92-6.83 (m, IH), 5.14 (s, 2H), 4.92 (d, J = 5.4 Hz, 2H), 
2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 2.01 (s, 3H)o 

mmme (3 5) 

3_ (2- ( ii-y^\y>-i — *;w^^'f;i') -4- (2- 
15 ^ h^^'7aiy^s/^5^;v) :7a^-;v) rn>'i>® 



TLC : Rf 0.50 (iJ7PP*:;i/A : ;v= 9:1) ; 

N M R (300 MHz, CDQa) : 6 8.11 (d, J = 8.4 Hz, IH), 7.92-7.80 (m, 2H). 7.61- 
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7.36 (m, 6H), 7.29-7.23 (m, IH), 6.93-6.78 (m, 4H), 6.42 (m, IH), 5.08 (d, J = 5.4 
Hz, 2H), 5.04 (s, 2H), 3.75 (s, 3H), 3.11 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H)o 

^^J6 (3 6) 

5 3- (2- (.(:h:7<$^v>- 1 — f ;i/^5^>>i/) pb;^?^-^;!^) -4- (2- 




TLC : Rf 0.62 (^'DDjJ^;^^ : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : d 9.03 (brs, IH), 8.20 (m, IH), 7.97 (m, IH), 7.87 
10 (m, IH), 7.64-7.39 (m, 6H), 7.38-7.20 (m, 3H), 7.06 (d, J = 8.1 Hz, IH), 6.95 (t, J = 
7.5 Hz, IH), 5.11 (s, 2H), 4.93 (d, J = 5.4 Hz, 2H), 4.43 (s, 2H), 3.26 (s, 3H), 2.95 (t, 
J = 7.8 Hz, 2H), 2.66-236 (m, 2H)o 

1^^J6 (3 7) 

15 3- (2- ( (3-^5^;i'-l- (4-p( 5^:7 01 ^;i/) :;^5^;i/) *;w? 
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TLC : Rf 0.091 (^nn:^^;i/A : 10:1) ; 

N MR (300 MHz, CDCI3) : 6 7.45-7.38 (m, 2H), 7.34-7.23 (m, 5H), 7.03-6.93 (m, 
3H), 6.88 (d, J = 8.7 Hz, 2H), 633 (d. J = 8.1 Hz, IH), 5.19 (dt. J = 8.1, 8.1 Hz, IH), 
5.02 (s, 2H), 3.80 (s, 3H). 3.01 (dt, J = 3.0, 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H), 
5 1.85-1.65 (m, 2H), 1.63 (m, IH), 0.97 (d, J = 6.6 Hz, 6H)o 

^me (3 8) 

3-(2-(((lR)-l - {i-y^V>-l—(J^) ^^^^) ^^IW^^ 



T L C : R f 0.49 (^ P D3j^;i/A : ^ ^5^ ^ — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : S 8.17 (d, J = 8.1 Hz, IH), 7.90-7.76 (m, 2H), 
7.60-7.40 (m, 4H). 7.36-7.23 (m. 2H), 7.19 (d, J = 83 Hz, IH), 7.10 (m, IH). 7.00- 
6.88 (m, 4H). 6.30 (d, J = 8.1 Hz, IH). 6.10 (m, IH), 3.10-2.98 (m, 2H), 2.80-2.68 
15 (m. 2H), 1.77 (d, J = 6.6 Hz, 3H) o 

rnmme (3 9) 

3- (2- ( ( (iR) -1- (T^^^w-i-'f^v) 3i^;v) a;wn'^ 

^)]y) -4- (tfUi^>-2-'f;V:r=3pi^) 7ai::i;i/) yD7l>m 
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TLC : Rf 0.40 (^DD7f;;VA : ^^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDOa) : 6 8.19 (d, J = 8.4Hz, IH), 8.10 (m, IH), 7.86 (m, IH), 
7.78 (d, J = 7.8 Hz, IH), 7.68 (m, IH), 7.59-7.40 (m, 4H), 7.28-7.20 (m, IH). 7.12- 
5 7.04 (m, 2H), 6.99 (m, IH), 6.89 (d, J = 8.4 Hz, IH), 6.61 (d, J = 8.1 Hz; IH), 6.10 
(m, IH), 3.10-3.00 (m, 2H), 2.76-2.66 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) o 



6(40) 

3- (2- ( (3-p<5^;v-l- (4 -7;i/;rD7ai^;i/) :r^;i/) :!?j;i/>'t 




TLC : Rf 0.44 (:J^nn7}^;i/A : ^^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCa,) : 6 7.46-7.24 (m, 7H), 7.08-6.93 (m, 5H), 6.40 (d, J = 
8.4 Hz, IH), 5.21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 3.05-2.95 (m, 2H), 2.76-2.67 (m, 
15 2H), 1.86-1.51 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

HM^S (4 1) 

3- (2- ( (3-^5^;i/-i- (4-><5=-;V7 3:-;i/) :r5^;i/) :j!7;w^^ 
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^ XOOH 





T L C : R f 0.44 P n \ J — ;p= 10:1) ; 
N MR (300 MHz, CDO,) : d 7.46-7.12 (m, 9H). 7.02-6.92 (m, 3H), 6.33 (d, J = 
5 8.4 Hz, IH), 5.20 (q, J = 7.8 Hz, IH). 5.02 (s, 2H). 3.07-2.95 (m, 2H), 2.78-2.69 (m, 
2H), 234 (s, 2H), 1.88-1.44 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

^^giie (4 2) 

3-(2-((3-p<^;i/-i-7 3L=.)\,y^M :&;w-?^'r ;v) - 4 - ( 
10 U2^>-3— f;v:r=3p5^^^;v) 7ai-;v) ro^^vm 



T L C : R f 0.30 (^ n DJj^;V A : p< ^ — ;i/= 9:1) ; 
N M R (300 MHz. CDCI3) : S 8.35-8.30 (m, IH), 8.23 (dd, J = 4.2, 1.8 Hz, IH), 
7.44-7.22 (m, lOH), 6.84 (brd, J = 9.0 Hz, IH), 5.24 (q, J = 6.9 Hz, IH), 5.06 (s, 2H), 
15 3.01 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.30-1.52 (m, 3H), 0.98 (d, J = 6.6 
Hz,6H)o 
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mmme (4 3) 

3- (2- ( i3-:>^^JV- l-y3L-jv:f^;v) *;w^^-f;i/) - 4- (t: 




5 TLC : Rf 0.23 (^DD3i^;i/A : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : $ 8.44-8.30 (m, 2H), 7.78 (brd, J = 8.1 Hz, IH), 
7.44-7.23 (m, 8H), 6.93-6.82 (m, 2H), 5.24 (q, J = 8.1 Hz, IH), 5.14 (s, 2H), 2.97 (t, 
J = 6.3 Hz, 2H), 2.85-2.74 (m, 2H), 2.30-1.40 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) o 

10 mmme (44) 

3- (2- ( (1 -7 31— :*r;w^^-r;V') -4-7i^^:^^^ 
;1'7ji— yu/^>m 




T L C : R f 0.63 (^ n D5^;VA J — ;V= 5:1); 
15 NMR (300 MHz, DMSO-de) '.6 8.92 (d, J = 7.8 Hz, IH), 7.48-7.20 (m, lOH), 
7.07-6.91 (m, 3H), 5.13 (m, IH), 5.09 (s, 2H), 2.87 (t, J = 7.9 Hz, 2H), 2.60-2.40 (m, 
2H)> 1.44 (d, J = 7.2 Hz, 3H)o 
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6 (45) 



3- (2- ( {z-^^)v-i-y^-^^^^f^^ :&;wA-^^;v) 

,COOH 



-4- (1^ 




TLC : Rf 0.59 : ^^J—fV-Q - D J 

NMR (300MHz,CDCl3) : 6 8.16 (dd, J = 5.1. 1.2 Hz. IH), 7.65-7.55 (m.lH), 
7.50-7.40 (m, 2H). 7.4X)-7.24 (m. 6H), 6.94-6.86 (m, IH). 6.79 (d, J = 8.4 Hz, IH). 
6.41 (brd, J = 8.4 Hz, IH), 5.34 (s, 2H). 5.24 (q, J = 8.4 Hz. IH), 3.08-2.90 (m, 2H). 
10 2.72 (t, J = 7.2 Hz. 2H), 2.00-1.40 (m. 3H), 0.98 (d, J = 6.6 Hz, 6H)o 



15 



16 (46) 



3- (2- ( (3-^5^;v-i-7ai^;v:75^;i/) *;w^^^;W 

,COOH 



-4-7 



V 



TLC : Ef 0.45 (^^Dn7^;i/A : p^^J'^-^l/^S : 1) 5 

NMR (300 MHz, CDCl,) : 6 7.40-7.10 (m. lOH), 6.73 (t, J = 7.5 Hz. IH). 6.61 (d. 
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J = 7.5 Hz, 2H), 6.37 (d, J = 8.4 Hz, IH), 5.21 (q, J = 7.2 Hz, IH), 4.29 (s, 2H), 3.05- 
2.87 (m, 2H), 2.76-2.60 (m, 2H), 1.84-1.47 (m, 3H), 0.96 (d, J » 6.6 H^ 6H) o 

6(47) 

5 2- (2- ( (3 1 *»;W^^-T;i/) -4-7 




TLC : Rf 0.28 (^DD;tv;i/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDO,) : 6 9.17 (d, J = 8.1 Hz, IH), 7.95 (d, J = 2.1 Hz, IH), 
10 7.54 (dd, J = 8.4. 2.1 Hz, IH), 7.40-7.13 (m, 8H), 7.00-6.87 (m, 3H), 5.12 (m, IH). 
5.05 (s, 2H), 4.92 (s, 2H). 1.84 (m, IH), 1.68-1.48 (m, 2H), 0.90 (d, J = 6.3 Hz, 3H), 
0.89 (d, J = 6.3 Hz, 3H)o 

Hflfi^Je (4 8) 

15 3- (2- ( (1-7 31— ;v If;!/) A;w"?^>f;i^) -4-73i>'^i/^ 
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TLC : Rf 0.47 (^nD^;VA : p^^^'— 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 8.83 (d, J = 8.4 Hz, IH), 7.44-7.18 (m, lOH). 
7.03-6.90 (ID, 3H), 5.08 (s, 2H), 4.86 (m, IH), 2.84 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 1.82-1.64 (m, 2H), 0.90 (t, J = 7.5 Hz, 3H)o 

mmme (4 9) 

3- (2- ( (i-7a^-;i/::/5=-;w) *;w^^-f;v) -4-7aiy:^r$/^^ 

;V7 3^r:^;V) :7*P7iV® 




10 TLC : Rf 0.47 (iJ7Dn3^;VA : >i4'>'—-^V= 1 0 : 1) ; 

NMR (300 MHz, CDQj) : 5 7.47-7.24 (m, lOH). 7.02-6.91 (m, 3H), 6.41 (d, J = 
8.1 Hz. IH), 5.15 (q, J - 7.8 Hz, IH), 5.03 (s, 2H), 3.08-2.97 (m, 2H), 2.78-2.69 (m, 
2H), 1.98-1.74 (m, 2H), 1.52-1.23 (m, 2H>, 0.96 (t, J = 7.2 Hz. 3H) o 

15 mmm6 (5 o) 
731— ;i/) ro/^>^ 




284 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.36 : B^m:ii5=-;V= 1:3); 

NMR (300 MHz, CDCU : 6 7.45-7.40 (m, 2H), 7.34-7.26 (m, 3H), 7.02-6.93 (m, 
3H), 6.14 (m, IH), 5.03 (s, 2H), 3.50-3.41 (m, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.79 (t, J 
= 7.4 Hz, 2H), 1.68 (m, IH), 135-1.46 (in, 2H), 0.95 (d, J = 6.6 Hz, 6H)o 

mmme (5 1) 

3 - (2- ( (3-^^;i/- >tj;wt^-f - 4- (t: 




10 TLC : Rf 0.49 (i'DD7}%;UA : p«i$^y—;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.53 (d, J = 4.5 Hz, 2H), 7.52-7.46 (m, 2H), 
7.40-7.20 (m, 6H), 6.97 (t, J = 4.5 Hz, IH), 6.45 (brd, J = 7.8 Hz, IH), 5.40 (s, 2H), 
5.28-5.18 (m, IH). 3.01 (dt, J = 2.7, 7.5 Hz, 2H), 2.72 (t, J = 7.5 Hz. 2H), 1.90-1.40 
(m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

15 

liffe#iJ6 (5 2) 

3- (2- ( i3-y.^j]y- i-y^^-jvy^-jv) *;wN'^-i';i/) - 4- (li 
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COOH 



TLC : Rf 0.49 (i'nn7j^;i/A : ;i/=9 : 1) ; 

NMR (300MHz,CDCl3) :6 8.27 (d, J = 1.2 Hz, IH), 8.15 (d. J = 2.7 Hz, IH), 
8.09 (dd, J = 2.7, 1.2 Hz, IH), 7.48-7.42 (m, 2H), 7.42-7.24 (m, 6H), 6.44 (brd, J = 
8.1 Hz, IH), 5.35 (s, 2H), 5.30-5.20 (m, IH). 3.06-2.96 (m, 2H), 2.80-2.70 (m, 2H), 
1.88-1.40 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmm\6 (5 3) 

3- (2- ( (3-^5^;p- A;w^^>f;i/) -4 - (2 



T L C : R f 0.28 n n A : ^ y — ;v= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.00 (dd, J = 4.8, 1.2 Hz, IH), 7.43-7.14 (m, 
IIH), 5.13 (s, 2H), 5.05 (m, IH), 2.89-2.76 (m. 2H). 2.48-2.35 (m, 2H), 2.39(s, 3H), 
15 1.81-1.54 (m, 2H). 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.90 (d, J = 6.6 Hz, 3H)o 

^m^l6 (5 4) 
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3- (2- ( (3-^5^;i/- 1 -:7 3i^;i/:r^;v) ^jw^^^jv) -4->' 



TLC : Rf 0.34 (^DD7rN;i/A : ;v= 1 0 : 1) ; 

5 NMR (300 MHz, DMSO-d«) : 6 8.75 (d, J = 8.7 Hz, IH), 7.38-7.13 (m, 13H), 
5.03 (m, IH), 4.24 (s, 2H), 2.84-2,73 (m, 2H), 2.47-2.37 (m, 2H), 1.79-1-54 (m, 2H), 
1.42 (m, IH), 0.92 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H)o 

^^J6 (5 5) 

10 3 - ( 2 - ( ( 3 1-7 3i-;i/:r5^;v) :!!7;w?^ >f - 4 - (^ 

7^/— ;i/-2 — f ;i/^;r^5=-;v) 7air:;v) yuj'i>m. 

^COOH 



TLC : Rf 0.34 (■^xnU7}K)VA : ^—)\/- 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.77 (d, J = 8.7 Hz, IH), 7.72 (d, J = 3.3 Hz, IH), 
15 7.66 (d, J = 33 Hz, IH), 7.39-7.18 (m, 8H), 5.03 (m, IH), 4.48 (s, 2H), 2.84-2.72 (m, 
2H), 2.48-2.38 (m, 2H), 1.79-1-54 (m, 2H), 1.42 (m, IH), 0.92 (d, J = 6.6 Hz, 3H), 
0.90(d,J=:6.6Hz,3H)o 
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^^16 (5 6) 

3 - (2- ( (3-^^;v-l-7 3i-;i/r^;v) :to;w^^'f;v) - 4- (1 



TLC : Rf 0.28 (^nD;^;i/A : ;V= 10:1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.70 (d, J = 8.1 Hz, IH). 7.38-7.14 (m, 8H), 7.08 
(s, IH). 6.93 (t, J = 1.2 Hz, IH), 5.02 (m, IH). 4.18 (s, 2H), 3.37 (s. 3H), 2.85-2.73 
(m, 2H), 2.48-2.37 (m, 2H), 1.80-1-55 (m, 2H), 1.43 (m, IH), 0.93 (d, J = 6.6 Hz, 
10 3H),0.90(d,J = 6.6Hz,3H)o 

^^16 (5 7) 

3- (2- ( (2-$/i57D^n^;i/- l-7 3ir:;i/ji5^;i/) :^;WN*^-f;v) 



5 





.COOH 



15 



TLC : Rf 0.37 (^D^^^?;VA : ^^^y— ;i/=9 : 1) ; 
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N M R (300 MHz, CDCI3) : 6 1.1 A (m, IH), 7.48-7.22 (m, 9H), 7.00-6.93 (m, 3H), 
6.62 (d, J = 7.2 Bz, IH), 5.25 (dt, J = 7.2, 7.5 Hz, IH), 5.02 (s, 2H), 3.03 (t, J = 7.2 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.88-1.72 (m, 2H), 0.66 (m, IH), 0.55-0.40 (m, 2H), 
0.20-0.01 (m, 2H)e 

TLC : Rf 0.44 (^DDJh;i/A : ;i/=9 : 1) » 

iiaai^je (5 8) 

3- (2- ( (3 -;>i^;i/- 1 -7 3i-;i/::/5=-;i/) A;w^^>r;i/) -4-^ 



TLC : Rf 0.41 (^nD4^;i'A : ;<<5'y—;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.44-7.24 (m, lOH), 7.18 (d, J » 9.0 Hz, IH), 
7.00-6.92 (m, 2H), 632 (brd, J = 8.4 Hz, IH), 5.26-5.16 (ra, IH), 5.04 (s, 2H), 3.00- 
2.90 (m, 2H), 2.70 (t, J = 6.9 Hz, 2H), 1.84-1.44 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

mm 6(59) 

3- (2 - ( (3 1 -7jcri;i/:r5=-;i/) *;wt^-f;i/) -4 - (2 
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TLC : Rf 0J5 (:J7DD5^:;VA : ^^y— >>V=9 : 1) 5 
NMR (300MHz, CDQs) : 6 7^0-7.24 (m. 8H), 7.22-7.10 (m, 2H), 6.95-6.80 (m, 
2H), 6.34 (brd, J = 8.1 Hz, IH), 5.30-5.20 (m. IH), 5.05 (s, 2H), 3.10-2.95 (m, 2H), 
5 2.74 (t, J = 7.8 Hz, 2H), 2.27 (s. 3H), 1.90-1.50 (m, 3H), 1 .00 (d, J = 6.6 Hz, 3H), 
0.99(d,J = 6.6Hz,3H)o 

^^J6 (6 0) 

3- (2- ( (3-;'i5^;i/-i-:7i-;i/>^5^;v) - 4- (2 




TLC : Rf 0.48 (^Dn5i^;i/A : ;i/=9 : D ; 

NMR (300MHz,CDCU :6 7.48-7.24 (m, 8H), 7.00-6.84 (m, 4H), 6.44 (brd. J 
= 8.4 Hz, IH). 5.30-5.15 (m, IH), 5.09 (s, 2H). 3.86 (s. 3H), 3.08-2.95 (m, 2H), 2.72 
15 (t, J = 7.8 Hz, 2H), 1.90-130 (m, 3H), 0.98 (d, J = 6,6 Hz, 6H)o 

^lite^JS (6 1) 
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3- (2- ( (3-p«5^A- JV) -4 - (2 



TLC : Rf 0.44 (^nD3^;i/A : ^^y— ;v=9 : 1) ; 
5 NMR (300MIfe,C3Da3) 7.45-7.24 (m, 8H), 7.00-6.80 (m, 4H), 6.43 (brd, J 
= 8.1 Hz, IH), 5.80-5.50 (brs, IH), 5.30-5.20 (m, IH), 5.07 (s, 2H), 3.10-2.97 (m, 
2H), 2.74 (t, J = 7.2 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmme (6 2) 

10 3- (2- ( (2-731— HjjW^^^fl/) -4-:7 3i^:3p^p«^ 



T L C : R f 0.42 (^ D D7M;VA : ^ —J]/= 10:1) ; 
NMR (300 MHz, CDCI3) : <5 7.42-7.20 (m, lOH), 7.00-6.90 (m, 3H), 6.25 (m, IH), 
15 4.98 (s, 2H), 3.72 (dt, J = 6.9, 6.0 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.94 (t, J = 6.9 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H)o 
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mme (6 3) 




5 TLC : Rf 0.42 (^nD3t>;i/A : jj^iJ^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCSj) : 6 7.46-7.25 (m, lOH), 6.99-6,92 (m, 3H), 6.48 (m, IH), 
5.00 (s, 2H), 4.61 (d, J = 5.7 Hz, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.77 (t, J = 7.5 Hz, 
2H)o 

10 mm (6 4) 

3_ (2- ( {3->(^^jv- >b;wt^^;i/) 




TLC : Rf 0.49 (^^DDs^^VA : pi^y— ;V= 9 : 1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.46-7.24 (m, lOH), 7.04-6.92 (m, 3H), 6.43 (brd, 
J = 7.5 Hz, IH), 5.42-5.32 (m, IH), 5.04 (s, 2H), 4.86 (brs, IH), 4.79 (brs, IH), 3.04 
(t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.64-2.50 (m, 2H), 1.81 (s, 3H)o 
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^^J6 (6 5) 
>Wt. 



5 TLC : Rf 0.42 (^^DP5^;VA : ;>«^y— ;i/= 1 0 : 1) ; 

NM R (300 MHz, CDCl^ + CD3OD) : 6 7.70-7.61 (m, 3H), 7.46 (m, IH), 739- 
7.27 (m, 5H), 7.14 (m, IH), 7.00-6.95 (m, 3H), 5.06 (s, 2H). 3.11 (t, J = 6.9 Hz, 2H), 
2.83(t, J = 6.9Hz,2H)o 

10 6(66) 

3- (2- ( {3-;<^;v- 1- (4- h U7;i/;rDp<5^;i/:7ai^;i/) 



T L C : R f 0.39 (i? D n3t>;i/A : y — ;i/= 19:1) ; 
15 NMR (300 MHz, CDa,) : 6 7.61 (d, J = 8.1 Hz, 2H), 7.51-7.40 (m, 4H), 
735-7.25 (m, 3H), 7.02-6.93 (m, 3H), 6.54 (d, J = 8.1 Hz, IH), 5.26 (m, IH), 5.03 (s, 
2H), 3.01 (t, J = 7.2 Hz, 2H), 2.76-2.68 (m, 2H), 1.84-1.55 (m, 3H), 0.99 (d, J = 6.3 
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Hz, 3H), 0.98 (d, J = 63 Hz, 3H)o 
^^J6 (6 7) 

3- (2- ( (3-p?^;i/-l- (4-aib^e/7i-;i/) i:^^^;!/) *;w^ 
5 -4-73i>'de$^p<^;v7i-;i/) rn^ivm 



TLC : Rf 0.40 (^on3^;VA : ;i/= 19:1) ; 

NMR (300 MHz, CDCI3) : d 7.45-7.37 (m, 2H), 7.34-7.24 (m, 5H), 7.02-6.92 (m, 
3H), 6.87 (d, J = 8.4 Hz, 2H), 6.31 (d, J = 8.4 Hz. IH), 5.18 (m, IH), 5.01 (s, 2H), 
10 4.02 (q, J = 6.9 Hz; 2H), 3.06-2.98 (m, 2H), 2.76-2.68 (m, 2H), 1.85-1.50 (m, 3H). 
1.40 (t, J = 6.9 Hz, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmrni 6(68) 

3- (2- ( 1- (3-p<^;w7 j^^;i/) ::^5^;i/) 

15 -f;i/) -4-7 3iy^s^^^;v7 3i~;i/) yu^-^ym 





TLC : Rf 0.40 (^DDj^;VA : ^t^^— ;V=9 : 1) o 
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mmme (6 9) 

3- (2- ( (3-p«^;i/-l- (3-^DD7 3i— *;w^^ 



5 




TLC : Rf 0.40 (^^Dn^;VA : ;>{^y— ;i/=9 : 1) o 

mmme (7 0) 

3- (2- ( (3-^5^;i/-l- (4-^nP7 3i— *;wt^ 




TLC : Rf 0.40 (^OD7^;i/A : ;V=9 : 1) o 

mmme (id 

15 3- (2- ( (3-p{5=-;i/- 1- (3- hU7;V:4-D^5^;i/:7 3in;i/) 
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T L C : R f 0.40 D P:tJ;i/A 1:1^'^^ — ;i/= 9 : 1 ) o 

mmm 6(72) 

5 3_ (2- ( (3-><5^;v-i- (3-tJ'nD-4-7;v:rD7 3i— ;v) :r 
*;w^^'f;i/) -4-7a^y =¥i/^5=-;v7 3i::^;i/) rn>'i>^ 




TLC : Rf 0.40 (ii7 n D7j%;i/A : p^^J^^— ;i/=9 : 1) o 



10 ^^J6 (7 3) 

3_ (2- ( (3_^^;v-i- (3-7;v;4-n7ai-;v) *;w^ 



COOH 




296 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 i^uUTf^JVA : : 1) o 

mmme (74) 

3- (2- ( (3-^5^;V-l- (3, 4, 5-bU7;i/:2l-D7x-;i/) r 




TLC : Rf 0.53 (i^DD/ix^VA : ^tJ^y— ;i/=9 : 1) „ 
^^116 (75) 

10 3- (2 - ( (3-^5=-;i/- 1- (3, S-t^V^)-7)]/:^U:^^)Vy3^—)\/) 




TLC : Rf 0.53 (^DDJt^;i/A : ;i/=9 : 1) o 

15 lli6l^J6 (7 6) 

3- (2 - ( (3 -;><5=-;i/- 1 - (3-p< h=3p5>':7 3i-;v) y^;]^) >b;wt 

297 



wo 03/016254 PCT/JP02/08120 




TLC : Rf 0.53 (^DD3jx;VA : :^^J-'J]/=9 : 1) o 



5 mmme (77) 

3- (2- ( (3-;<^;i/~l- (4-3i5=-;i/:7ni^;v) :/5^;i/) pb;w^^ 




TLC : Rf 0.53 : pit^'y— ;i/=9 : 1) o 

10 

mmme (7 8) 

3- (2- ( (3-p«^;i/--l- (4-:=^5^;i/:7 3i-;i/) *;w^^ 



298 



V 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^DD7iT;i/A : pttJ^y— ;V=9 : 1) » 
^^J6 (7 9) 

5 3- (2- ( O-^g^;!/-!- i4-yjv:i-u-3-^^jvya^—j]y) y 




TLC : Rf 0.53 (t!7nD*c;i/A : ^^J^y— ;i/=9 : 1) o 

10 ^sme (8 0) 

3- (2- ( (3-^g^;i/-l- (3-7;i/;^a-4-^ h^^i'^ai— 




299 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (^^DDJ^^l/A : ^{^5^^— ;V=9 : 1) o 
^^J6 (8 1) 

3- (2- ( (3-^5^;v-i- (3-yMu- f 



TLC : Rf 0.53 {^^ UWA^yS/ K : ^^J—)\/=Q : 1) o 

mmme (8 2) 

10 3- (2- ( (3-^5^;i/-l- (4-^i7nD-3-7;b;^-D7 3i-;i/) :r 



TLC : Rf 0.53 (^PD7^;VA : p?^^— ;i/=9 : 1) o 

15 mmms (8 3) 

3- (2- ( (3-p<5^;i/- 1- •:r^)\/) *r;wt 

^^f;!^) -4- (2-^^;i/7 3iy:3ps^^^;i/) :7 3irx;i/) 7*d>''?>^ 

300 





wo 03/016254 



PCT/JP02/08120 




COOH 



cc 




TLC : Rf 0.69 (^nD7j^;i/A : ^^y'— ;i/= 1 0 : 1) o 
I^^J6 (8 4) 

5 3- (2- ( (3 1 - (4-7;i/;^D:7ai-;i/) ij)]//^ 



TLC : Rf 0.67 (l7UU:^J\/A : j<^y'-)V= 1 0 : 1) o 

10 mmme (8 5) 

3- (2- ( (3-^^;i/-l- {A-y)V:^U'7 
"E^jv) -4- (2-^ h=^2/'7aiy^ix^^;i') yyu-jv) ya^^>m 

XOOH 





301 



J 



y/O 03/016254 



PCT/JP02/08120 



f 



TLC : Rf 0.66 (^Dntt^VA : p«^>'—;V=l 0 : 1) » 

mmme (8 6) 

3- (2- ( (3-^^;v-i- (4-7;i/;tP7 3i-;p) :i3;w^ 

^COOH 



TLC : Rf 0.64 (i7 UU-ii^JVJ^ : p^^y'— 1 0 : 1) o 
^as^JS (8 7) 

10 3- (2- ( (3-p?^;v-l- (4-7;i/:^-D7 3i^;v) *;wt 
^-f;!/) -4- (2-^PD-5-p«^;v7aiy#$^p<5^;p) 731— ;v) 



TLC : Rf 0.66 (i^nDTf;;!/^ : p<^5^y— ;i/= 1 0 : 1) o 

15 

mmm 6(88) 

3_ (2- ( (3-^5^;v-i- (4-7;i/:rD7s— 





302 



y/O 03/016254 



PCT/JP02/08120 




TLC : Rf 0.52 i^UU^^JVA : ^tJ'^— ;i/= 10: 1) o 

mme (89) 

3- (2- ( (3-^5^;i/-l- (4-:7;v:rD7in;i/) y^^fv) 
^-r;i/) -4- 1 —f :7-py^>^ 




TLC : Rf 0.60 (iJ7DOJf;;i/A : p^^J^^— ;i/= 10: 1) o 
^^J6 (90) 

3- (2- ( (3-^5^;v-l- (4-t-:r5^;b7 3in;v) :t>;v 



303 



wo 03/016254 



PCT/JP02/08120 




COOH 



a 



T L C : R f 0.72 D D J}^;VA \ J — ;i/= 10: 1 ) o 
^^16 (9 1) 

3- (2- ( (3-^5^;V-l- (2--^ h =3(^5^7 :/5^>>W *>'1'>'^ 



TL C : Rf 0.68 O D5f:;i/A : 1 0 : 1) o 

10 ^^16 (9 2) 

3_ (2- ( (3-^^;i/-l- (4-7;v:4-t3-2-^5=-;i/:7 3i:^;v) :^ 

^ XOOH 





304 



wo 03/016254 PCT/JP02/08120 



TLC : Rf 0.68 (^J7DD7^;1/A : ;i/= 10: Do 

mmme (93) 

3- (2- ( (3-^5^;i/-l- (3-x5^;i/7ai— 
5 ^jv) -4-:7j^y^i^^^;]yy3^—j]/) yay^>m 




T L C : R f 0.53 {i^a an^)]/A : ^ y — ;i/= 9 : 1 ) o 

mmme (9 4) 

10 3- (2- ( (3-^^;i/-l- (3, 5-S^;><5^;i/7iri;i/) ^5^;!/) * 




TLC : Rf 0.53 ( d □ /Jn^I/ A : pt^S^y— ;i/=9 : 1) o 

15 (9 5) 

3- (2- ( (3-;><5^;i/- 1- (3, 5-i>;>t^;i/-4-^ h^i'^ir: 

305 



wo 03/016254 PCT/JP02/08120 




TLC : Rf 0.53 {^UU-^^JVA : ^tJ^y'— ;V=9 : 1) o 
^^J6 (9 6) 

5 3- (2- ( (3-^5^;v-i- (5-^^;i/-2-^ h=af^i^7ai-;v) 




TLC : Rf 0.53 (^DD7j^;VA : ^^y— ;b=9 : 1) o 
10 ^^J6 (9 7) 

3- (2- ( (3-^9^;i/-l- (4-:7'Dif;i/7 3i-;i/) *;wt 




306 



wo 03/016254 PCT/JP02/08120 



TLC : Rf 0.53 {i^UU^JVJx : pt^y— ;i/=9 : 1) » 

3- (2- ( (3-^^;V-l- (3-hVy)V:tti;^h^i^y:^=-J\y) ^ 




TLC : Rf 0.53 (^pd;J^;1/A : ;i/=9 : 1) o 

^^J6 (9 9) 

10 3- (2- ( (3-p<5^;i/- 1- (3 — f v7'Dii;i/:7a;-;ix) * 




TLC : Rf 0.53 d D7r;;i/A : ^^y— ;i/=9 : 1) o 

15 g^fegfle (10 0) 

3- (2- ( (3-:><^;i/- 1- (3 — f V7*Dfcr;i':^-^2^7 3^-;i/) 

307 



wo 03/016254 



PCT/JP02/08120 



V 



TLC : Rf 0.53 (^na>i^;VA : ^iJ'y— ;i/=9 : 1) o 

mmme (loi) 

3- (2- ( {3-^^)V-l- (1, 3-s;:t=^-9-'f>^>'-5-^;V) 



TLC : Rf 0.53 (^pn7}>;i/A : 9 : 1) o 

10 ^^J6 (10 2) 

3_ (2- ( (3-p«5=-;v- 1- (4:-yvir-^i/y:^=^)\^) ':^^}^) -iJ)^ 



308 






V 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 i^uu^)]/J^ : pi^J'y— ;i/=9 : 1) o 



T L C : R f 0.53 D D/Jn;VA : p< y— ;v= 9 : 1 ) o 

10 mmme (i 04) 

3- (2- ( (3-^5^;i/-l- (4- h ';7;i/:2|-D^ h^S/7zr-;i/) 
*;w^^-f;i/) -4-7aiy ^ri/p<5^;W7 3i^;i/) :7'd>'1>^ 



TLC : Rf 0.53 (tJ^pDs^;!/^ : ^t^^'— ;V=9 : 1) „ 

15 

3- (2- ( (3-p«^;i/-i- (2, hdE^^7 3i;^;v) 





309 



wo 03/016254 



PCT/JP02/08120 



w 




T L C : R f 0.53 (^^ D 07j^;VA : — ;i/= 9 : 1 ) o 

5 mmme (io6) 

3_ (2- ( (3-p<^;i/-l- (1, 4-^>^Ji^:t^1)->-6—{J]^) 




T L C : R f 0.53 D P5j^;i/A : p< ^ ^ — ;V= 9 : 1) » 

10 

^#116 (10 7) 

3_ (2- ( (3-p<5^;v-l- (4-y7;p:^n^ 



310 



wo 03/016254 PCT/JP02/08120 




TLC : Rf 0.53 (.^UXn^)VA : ^^>f—)]/=9 : 1) o 

mmme (i os) 

5 3- (2- ( (3-p<5^;V-l- (3, 4, 5 - h U ;>« :r 



TLC : Rf 0.53 (;j7DD7j>;i/A :jA^^—;]/= 9 : 1) o 

10 (10 9) 

3- (2- ( (2-^^Dn-3, 4--y^ h^i^73^— 





311 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (^7DD7^;i/A : ;^=9 : 1) » 

mmm 6 ( 1 1 o ) 

3- (2- ( (3-^f^;v-i- (4— rv:^^;v:7i-;i/) 
5 >'^^>f;v) -4-7 3i^^i^p«5=-;i/7xi^;i/) ro^i^K 



TLC : Rf 0.53 {^UW^JVA : ;i'= 9 : 1) o 

gaifE#l6 (111) 

10 3- (2- ( (3-p<5^;i/- 1- (2-7;V:^o-5- h U7;P:rDp<5^;v 



T L C : R f 0.53 n D7l^;i/A : ^ ^ ^ — ;V= 9 : 1 ) o 

15 

mm 6 (112) 

3- (2- ( (3-^5^;v-l- (2-e7Dn-6-7;v:3i-n7ai-;i/) 





312 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^xnUTisjVA : ^^5^^— ;i/=9 : 1) o 
5 l^#8 6 (113) 

3- (2- ( (3-^5^;i/-i- (2-iJ7Dn-5- hU7;i/:^-D^5^;i/7 




10 T L C : R f 0.53 p n3r;;VA : pi ^ ^ — ;v= 9 : 1 ) o 
llffi^JS (114) 

3- (2- ( (3-p«^;i/-i- (2-7;i/:*-P^3i-;i/) :7'5^;i/) *;wt 



313 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.53 (^5^Dn>fc;i/A : ;i/=9 : 1) o 



^#16 (115) 

5 2- (2- ( (3-p«5^;i/-l-7 3i— :^;w^^>r;v) -4 - (2 



TLC : Rf 0.50 iWM^^'f-J^ : ^iJ^y— ;i/=5 : 1) o 

10 mmme (i i 6) 

2- (2- ( (3-p«9^;i/- 1 -7 31— 357;wt^'f;v) -4 - (2 

^O^ XOOH 





314 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.40 imm^^^J^ : ^iJ^^— ;i/=5 : 1) o 

ms&me (i i7) 

3- (2- ( (3-p?5^;v-i- (4-r-iz^;v5'^y7ai— ;v) y^)\/) 

H 

V 

o 



TLC : Rf 0.10 (^nD;}^;VA : ;V=9 : 1) o 

Hiffi^JS (118) 

10 3- (2- ( i3-y-9-)V- 1- (3-7;i/:^D-4- h U:7;^3^p^5^;^ 




TLC : Rf 0.53 i^UU4-^}]/A : ^^y— ;i/=9 : 1) o 

15 

6 (119) 

3- (2- ( (3-^5^;V-l- (4, 5-^^ h=5p$^-2-7;i/:rD7ai 

315 




wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^PP'i^^V-^ •.p^^S'y-^V-S : 1) 



fi (12 0) 



3- (2- ( (3-^5=-;v-i- (2-7;V:^n-4-^h:^^'7x^;V) 



10 



TLC:Rf 0.53 (^^DD4^;vA : p< ^ 9 : D « 



mrnme (12 1)- 

3- (2- ( (3-^f-;^-i- (3. 4-^:^:7;v:rp7x::.;v) :^^;v) 



316 



wo 03/016254 



PCT/JP02/08120 



COOH 




F 



HN 



TLC : Rf 0.53 (^OD7^;i/A : pt^y— ;i/=9 : 1) o 

mmme (122) 

3_ (2- ( (3-^5^;i/-l- (4-pCh^2/-l, 3-i^:t^-^-C>y 



T L C : R f 0.53 i,^ p D7j^;i/A : ^ y — ;i/= 9 : 1 ) o 
^0|J 6 (12 3) 

3- (2- ( (3-^^;i/-l- (3-3ih^ri^7 3i::::;i/) iT^^P) :i7;W^ 




317 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0^9 (i5^DP3i^;VA : p^^S^^— 1 0 : 1) o 
m.mm(i (12 4) 

5 3- (2- ( (3-p«^;V-l- {4:-hVyMU^^)V^:^y^=^)^^ 




TLC:Rf 0.42 (^nn^;VA : 1 




10 (12 5) 

3- (2- ( (3-p<^;^-l- (2-S^7;i/:^np« b^i^7^-;i/) 
;v) *;wt^^;i/) -4-7:-^ ^f^>pi^;v73.ri;i.) rn^iym 




318 



wo 03/016254 



PCT/JP02/08120 



T L C : R f 0.38 D D7^;i/A . J — ;i/= 1 0 : 1 ) o 
m&m^ (12 6) 

3- (2- ( (3-^^;i/-l- (2, 3, 5, 6 -5^h^7;i/:i-D7a:r: 



TLC : Rf 0^3 (i^DD4^;i/A : ^—}\/- 9 : 1) » 
^^J6 (12 7) 

10 3- (2- ( (3-p<5^;v-l- (2- h U7;i/3t-npi^;i/73i-;i/) 



TLC : Rf 0^3 (^nDT^;!/^ : — ;i/= 9 : 1) o 

15 HaS^JS (12 8) 

3- (2- ( (3-;>«5^;i/- 1- (2, 5 -s^7;i/;rD7;ii-;i/) 

319 





F 



wo 03/016254 



PCT/JP02/08120 



T L C : R f 0.53 i-^ uuM2^ : ^ 3^ ^ — ;i/= 9 : 1 ) o 

mmme (129) 

5 3_ (2- ( (3->^^)\y-l - (2-7;V::^-D-5-^ h^2^73i-;i/) 

O' 



TLC : Rf 0.53 (tj7paj}^;i/A : j^^^J^^— ;v=9 : 1) » 

10 mmme (i3 0) 

3- (2- ( (3-^5^;i/-i- (3, 4-i^p«5^;i/7^^;v) 



320 






wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0^3 (^J^ D P7l>;i/A : ^^J^y— ;i/=9 ; 1) » 

mmme (i 3 i) 

3- (2- ( (3 1 - (2, 4-i^7;i/3|-D7 3i-;i/) 



TLC : Rf 0.53 (^DDi^;i/A : j>i^y—;v=9 : 1) o 
^^J6 (13 2) 

3- (2- ( (3-p(^;i/-l- (2, 3, 6 - h V'7)]y:tU7 ^i—jV) 



TLC : Rf 0.53 (i7n03}^;i/A : ;'<^y~;i/=9 : 1) o 
SI:6£M6 (13 3) 

3- (2- ( (3-^5^;i/-l- (4-^Dn-2-7;V:^D7a;— r 

321 





wo 03/016254 



PCT/JP02/08120 



V 




TLC : Rf 0.53 i^tiVTi^JlA : :^^y—)]/=9 : 1) o 
H^^JS (13 4) 

5 3- (2- ( (3-;>?^;i/- 1- (2, 4, 5 - h U 7;V:tD:7 3zri;^) y 




TLC : Rf 0.53 (^DD*c;VA : ^^J^^— ;i/=9 : 1) o 

10 mm 6 (13 5) 

3- (2- ( (3-p?^;i/-l- (2, 3-t^-7;V:tti'7:>^-;V) ^^)V) 




322 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (tJ^O D5i^;i/A : ^^yf-~)]/=9 : 1) o 

mmm 6 ( 1 3 6 ) 

3- (2- ( (3-^^;v- 1- (2-^DD-4-7;i/:tD7ac-;i/) 



TLC : Rf 0.53 (^5' D D/1t;1/A : ^iS^y— ;i/=9 : 1) , 
SlflE^je (13 7) 

3- (2- ( (3-p«5^;i/- 1- (2, 4, 6 - h U 7>>l/:^D 7 r 



TLC : Rf 0.53 (^^ddtJx^I/A : ^^y— ;1/=9 : 1) o 
^^J6 (138) 

3- (2- ( (3-^f^;i/-i- (2, 3-^p« h^r^>7c^-;i.) 

323 





PCT/JP02/08120 



WO 03/016254 



COOH 



Cr 



HN 




O 



TLC : Rf 0.53 (^PD*:;i/A : pt^J'^— ;i/=9 : 1) o 

mmme (is 9) 

5 3- (2- ( (3-p<5^;i/- 1- (4-i^3i^;VT^y7 3i-;i/) y^f-jv) 



T LC : Rf 0.53 (^^D7^^;^A : ^^iJ'y— ;V= 9 : 1) o 

10 mmme (i4 0) 

3- (2- ( (3-p<5^;W-l- (2, 3, 4, 5, 6—<>^y)V:tvy 




324 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^nD3rc;i/A : ^t5'>'~;V=9 : 1) „ 
6 (14 1) 

(2E) - 3- (2- ( i3-^9-JV-l-Z7j^-j],y^)\,) it3JW^^'iJ],) 
-4-7 3^^:^ty^^jl,y jL-j]/) —2— 7D^>^ 




TLC : Rf 0.55 ( tJ' D n 7fc;i/ A : j^S^J—JV^ 1 0 : 1) o 
^^J6 (142) 

3- (2- ( (3-^^;i/-i- (4-^S/';i/:7ai-;i/) zr^^jv) 




325 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (^Dnj^;VA : pit^'^'-;V=9 : 1) » 
^^16 (14 3) 

3- (2- ( (3-^5^;i'-i- (3-7;v:^n-2-^^;v7ai-;v) 
5 =f-M *;w^^-f;v) -^-^:r.j^^y^^)\^y:^-M •Tu)^ym. 



TLC : R f 0.53 (^7 d n7t>;i/A : ^ 'J' — ;V= 9 : 1 ) o 
^f'|6 (14 4) 

10 3- (2- ( (3-p«5^;i/-l- (2, 3, 4-bU7;i/:tP7a.ri;i/) 
*;w^^-f;v) -4-7x>':3ee/^5^;i/7 3t-;v) 7-a/i>^ 



TLC : R f 0.53 n n7^;VA \ J — ;V= 9 ; 1 ) o 
15 ^1?t6^J6 (14 5) 

3- (2- ( (3-^^;i/-i- (4- (tfDUs^>-i--r;W 73i^;i/) 
^5^;v) 5b;w^^-f;v) -4-7x>'^i:/p«5=-;v:7 3ii^;i') p^n/^^^ 

326 





wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^ciDs}%;i/A : ^^y— ;V=9 : 1) « 

mmm e ( 1 4 e ^ 

3- (2- ( (3-^5^;i/-l- (4-i?^5=-;i/T^>'7 3i-;i/) 




TLC : Rf 0.53 (^7DDs^;VA : 9 : 1) o 

3- (2- ( (3 1 - (4-5^pl^;i/7'^y-2-p< h=^S^73i 



327 



PCT/JP02/08120 

WO 03/016254 




T L C : R f 0.53 {i7 p P5f?;VA \ ^ — ;V= 9 : 1 ) o 

mmm& (148) 

3- (2- ( (3-^^;v-i- (2, 4-i^^b=^i^7 3i-;v) 




TLC : Ef 0.53 (^PPJi^;!/^ : ^^y'— ;W=9 : D o 
10 ^^16 (14 9) 

3- (2- ( (3-ptg^;v-l- (4-:^h^s^7ai-;v) :r5^;i/) 




328 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 i^UXJ^JUA : ^iJ^^— ;i/=9 : 1) » . 

mmme a so) 

3- (2- ( (3-p«5^;i/- 1- (4-aih:^>>-3-^ 

o° 



TLC : Rf 0.53 i^tJUTt^JVA : :^i^J—)V=9 : 1) » 
^giJ6 (15 1) 

3- (2- ( (3-^^;i/-l- (4--^ V7-Dlf;i/:2j-^ri/7aic:2;i/) 




T L C : R f 0.53 n D7i^;i/A : ^ ^J' y — ;i/= 9 : 1 ) „ 
^^J6 (1 R 

3- (2- ( (3-^5^;i/-l- (3, 4-S^aih:^$^7 3i— 

329 




PCT/JP02/08120 

WO 03/016254 



TLC : Rf 0.53 (^'pn^;i/A : ^^^-;V=9 : D «> 
6 (15 3) 

5 3- (2- ( (3-pi^;v-i- (2, 3, 4-h'J^h=^2/7x^;i.) :r 




TLC : Rf 0.53 (^nn>^;i/A : ^^>'-;V=9 : 1) o 




10 ^ ^Ifi (15 4) 

3- (2- ( (3-^5=-;i/-l- (2, 4-i^^h=^'>-3-P<^>'V'7:c- 




330 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (i'DD7t^;i/A : ^ — ;i/= 9 : 1) o 

mmm 6 (15 5) 

3- (2- ( (3 1- (5^;^7ai>'-2 — r;i/) 



TLC : Rf 0.53 (t5^DD4t;VA : >i^y—JV=9 : 1) » 

^gi-ie (1 5 R) 

10 3- (2- ( (3-p<5^;j/-l- (2, 4, 5-hU;>{ h^$/:7^-;i.) ^ 



TLC ; Rf 0.53 (^7DD3^;i/A : ^^5^ >'—;!/= 9 : l) „ 

15 mmm 6 (is?) 

3- (2- ( (3-p<^;i/-l- (3-^5=-;i/5^;^:7 3i>-2-^;i/) 7^ 
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T L C : R f 0.53 (iruu :^J\/A \ J — ;i/= 9 : 1 ) o ^ 
^^J6 (158) 

5 3- (2- ( (3 1- (2, 3-$^^g=-;i/-4-p< h^S^7 3l- 



TLC : Rf 0.53 (:^7PD:ij^;^A : ^^J'y'— ;i'=9 : 1) o 

10 ^m\^ (15 9) 

3- (2- ( (3 1- (2, 5-J?p<5^;i/-4-p< h:^i/73^n 
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TLC : Rf 0.53 i^uu^JV/^ : ^^J^y— ;i/=9 : 1) o 
^^J6 (160) 

3- (2- ( 1- i4-^h^ty-3-^^J]y'7:jL-;V) y 



T L C ; R f 0.53 {i^u D7}x;i/A : ;^ y — 9 : 1 ) o 

3- (2- ( (3-^^;i/-i- (5-;»<^;i/:7^>-2 — r;v) ^^^^P) 



TLC : Rf 0.53 (i^DD7|T;i/A : ^^y—;i/=9 : 1) » 
6 (16 2) 

3- (2- ( {Z-;f-^)V-l - (2, 4-S^cchi|ri^-3-p<5^;i'7ai— 
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TLC : Rf 0.53 D D7i^;i/A : ^^J'y— ;i/=9 : 1) o 
^^J6 (16 3) 

3- (2- ( i3-^^jv-i- (i-^^;i/i^D— ;v-2-— f;!/) 




TLC : Rf 0.53 i^nn:^;VA : p«j5?y— ;i/=9 : 1) o 

3- (2- ( (3-p?5^;v-i- (4-3i5^;i/5^;^7iii^;i/) itjjv 
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TLC : Rf 0.53 (^DD3^;i/A : ;»ttJ'y— ;i/= 9 : 1) o 

3- (2- ( (3-^5=-;!/- 1- (3- h i;7;i/3j-D^5^;i/5^:^:7a:-;i/) 



TLC : Rf 0.53 (^DD3f:;i/A : ;>«i^>'— ;i/= 9 : 1) o 

mmme a 6 6) 

3- (2- ( i3-^^jv- 1- (4-^^;i/^:t7 3i— y^5=-;i') 



TLC : Rf 0.53 i^^aun^jVA : ^^5^^— ;i/=9 : 1) o 
HgS^JS (16 7) 

3- (2- ( (3-^5^;i/-l- (4-$^T>'7 3L— 75^;!/) 
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TLC : Rf 0.40 (^DD5fc;i/A : ^cJ'y— ;H 0 : 1) o 

mmme (les) 

5 3- (2- ( (3-^^;i/-l- (5=-:^7 3i>-3-^;i/) y'^jv) *;wt 



T L C : R f 0.53 n U7t^JVA \ J — ;V= 9 : 1 ) o 

10 mmm 6 (16 9) 

3- (2- ( (3-^^;i/-l- (2, 5-s^.?<5=-;i/:7arr^;i/) 
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T L C : R f 0.53 au:^.JVA : ^ ^ y — ;i/= 9 ; 1 ) o 
^^J6 (17 0) 

3- (2- ( (3-^5^;i/-l- (3, 4-5^^ h:^'>7air:;i/) y^jv") 



TLC : Rf 0.53 (^DD/}v;i/A : ;i/=9 : 1) „ 

10 3- (2- ( (3-pi5^;i/- 1- (1, 3-i?:^^-y->r>^>-4->f;i/) 

0° 



TLC : Rf 0.53 (^nn;}K;i/A : ^i?^'— ;i/=9 : 1) o 
15 6 (17 2) 
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TLC : Rf 0.45 (t5'DD7jx;i/A : ;i/= 1 0 : 1) » 

^^16 (17 

3- (2- (N — ^>:y;v-N-:rni^;v*;w^^-r;i/) -4-71^:^^ 




TLC : Rf 0.50 (^tia:^;VA : 1 0 : 1) „ 

3- (2- ( (3 l-:7i-;i/>^5^;i/) jfj^W^^-Y -4-^ 




TLC : Rf 0.41 (:^pp7^;i/A ; ;i/= 19:1) ; 

N M R (300 MHz, CDCI3) : <y 7.42-7.19 (m, 13H), 6.36 (d. J = 8.7 Hz, IH), 5.24 
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(m, IH), 4^7 (s, 2H), 4^2 (s, 2H), 3.04-2.96 (m, 2H), 2.75-2.66 (m, 2H), 1.86-1.52 
(m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d. J = 6.5 Hz, 3H)o 

3- (2- ( (3-^^;i/-l- (3-7;i/5j-D-5- h U7;i/::rD^5=^;^ 




T L C : R f 0.53 i^aOThJUA : — ;i/= 9 : 1 ) o 

^^16 (1 7fi^ 

3- (2- ( 1- i4-'7;v:tu-2-hV7?V:tn^^;v 




TLC : Rf 0.53 (^^DD/J^;i/A : Q : 1) „ 
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^^J6 (17 7) 

3- (2- ( (3-^g^;i/-l- (2, 4-i?^5^;i/7:c-;i/) 'f^)V) itj 




TLC : Rf 0.53 (^Dn7h;i/A : ^^5?^— ;i/=9 : 1) „ 

mmme (i 7 s) 

3- (2- ( (3-^f^;i/-l- (2, 4-S^h>;:7;i/;rDp<^;U7zc-;v) 




TLC : Rf 0.53 (^^DD7jx;i/A : p^iS^^— ;p=g ; i) „ 
^^J6 (17 9) 

3- (2- ( (3->?5^;v-l- ( 2 y'^Jly) 
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TLC : Rf 0.53 (^Dn;}^;i/A : ^^y— ;i/=9 : 1) » 

mmme a so) 

3- (2- ( (3-^^j],-l- (2, 3-$^p<5^;i/7:n^;p) iT^^-;!/) 



T L C : R f 0,53 n D/^;i/A : p< ^ ;i/= 9 : i ) « 
lliSg»J6 (18 1) 

3- (2- ( 1-y j^-jiy-^^jv) 5!7;w^^-f -4 - (;7 

^^-2 — f yp<5^;i/) rD^^>^ 
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TLC : Rf 0.29 (^DD3}x;i/A : pt^x'— ;P=1 0 : 1) o 

mm 6 (18 2) 

3- (2- ( (3-p«5^;i/- - 4- (li 



TLC : Rf 0.36 (^'DD5j>;i/A : :<^^—)]y=9 : 1) o 
^#06 ( 1 8 3) 

10 3 - ( 2 - ( ( 3 1 *;wt^-f - 4 - ( 2 

- :7 7i^;i/) :rD>''«>K 



T L C : R f 0.49 {i7UU-^J}/A : ^^^j\y= 19:1) ; 

NMR (300 MHz. CDCl,) : 6 7.40-7.23 (m, 7H), 7.22-7.15 (m, 3H), 7.13-7.07 (m, 
15 2H), 6.88 (s, IH), 6.05 (d, J = 8.7 Hz, IH), 5.20 (m, IH), 3.01-2.92 (m. 2H), 2.88 (s. 
4H), 2.74-2.66 (m, 2H), 1.82-1.59 (m, 3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 
Hz,3H)o 
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mmm6 (18 4) 



5 




T L C : R f 0.45 (ff^ai^;!/) ; 

NMR (300 MHz. DMSO-d^) : 6 12.06 (s, IH), 8.78 (d, J = 8.4 Hz, IH), 7.38-7.18 
(m, 8H), 5.09-5.01 (m. IH), 4.45 (s, 2H), 3.28 (d, J = 6.6 Hz, 2H), 2.85-2.79 (m. 2H), 
2.46-2.41 (m, 2H), 1.80-1.58 (m, 2H), 1.48-139 (m, IH), 1.80-0.98 (m, IH), 0.94- 
10 0.89 (m, 6H), 0.49-0.43 (m, 2H). 0.19-0.14 (m, 2H) o 

6 (18 5) 

3- (2- ( (3-^^;i,-i- (3, 5-i^p«5^;i/7 3i^;i/) >^5=^;v) 
;w^^-i';i/) -4- (3-s/:py 7 3iy^r^;>«5^;i/) ^i^^p) rn^'^^i? 



15 




TLC : Rf 0.58 i^UU:is)]/A : ;i/= 10:1) ; 

NMR (300MHz,CDCl,) :6 7.48-7.06 (m, 7H). 6.95 (s, 2H), 6.90 (s, IH), 6.42 
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(m, IH), 5.16 (m, IH), 5.00 (s, 2H), 3.10-2.92 (m, 2H), 2.78-2.62 (m, 2H), 2.29 (s, 
6H), 1.86-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H)o 

^^J6 (18 6) 

5 3- (2- ( (3-.?<5^;i/- 1- (3, b-V:^^}\,y:^=z.)]y) y^)V) ij 

;wi^'f;i/) -4- (2-^5=-;i/:7a:y:3pi/^^;i/) ^^ai-;!/) ro/i^m 



TLC : Rf 0.62 (^Dn5j^;i/A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.46-7.39 (m, 2H), 7.31-7,22 (m, IH), 7.20-7.11 (m, 
10 2H), 6.95 (s, 2H), 6.93-6.82 (m, 3H), 6.26 (d, J = 8.4 Hz, IH), 5.17 (m. IH), 5.04 (s, 
2H), 3.14-2.99 (m, 2H), 2.78-2.67 (m. 2H), 2.31 (s. 6H), 2.27 (s, 3H), 1.85-1.52 (m. 
3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 Hz, 3H)o 

mm\^ (18 7) 

15 3- (2- ( (3-^5^;L'-1- (3, 5 -$^^5^;i/:7 azr:;v) :r5^;i/) rij 
;w"?^-r;^) - 4- (2-^^00- 5 -p«^;i/73i>':^^^5=-;i/) :7ai-;i/) 
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TLC : Rf 0.49 i^UOTjriJVA : J—)\,= 10:1) ; 
N M R (300 MHz, CDOg) : 6 7.53 (d, J = 1.8 Hz, IH), 7.43 (dd, J = 73, 1.8 Hz, 
IH), 7.33-7.22 (m, 2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.75 (m, IH), 6.30 (d, 
5 J = 8.4 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H), 3.12-2.98 (m, 2H), 2.78-2.69 (m, 2H), 
2.31 (s, 9H), 1.86-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

^^J6 (188) 

3- (2- ( (3-^^;i/-i- (3, 5-$^^5^;i/>'ai-;v) :r5^;i/) >f7 
10 ;w^^-i';i/) -4- (eUi^>-3 — ( JV:t^->^9-)V) 7 zi^-ju) yuj^ 




TLC : Rf 0.37 (^DD7Jt;1/A : ^,^y—;i/= 1 0 : 1) ; 
N M R (300 MHz, DMSO-d« ) : d 8.79 (d, J = 8.7 Hz, IH), 8.36 (d, J = 2.7 Hz, IH), 
15 8.19 (m, IH), 7.50-7.41 (m, 2H), 7.39-7.29 (m, 3H), 6.97 (s, 2H), 6.86 (s, IH), 5.19 
(s, 2H), 4.99 (m, IH), 2.92-2.80 (m, 2H), 2.55-2.42 (m, 2H), 2.26 (s, 6H), 1.82-1.55 
(m, 2H), 1.42 (m, IH), 0.93 (t, J = 7.3 Hz, 6H) o 
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mmm e ( i s 9 ) 

3- (2- ( (3-^5^;i/-l- (4~^h^iy-l, 3-tP^^^-(>-$r 
>-6 — (Jl') y^^Jl) tUW^^-iJ]/) -4- (2-^nD-5-p?5=-;i/7 



TLC : Rf 0.53 (^^nn*:;i/i^ : ^^S^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDQ,) : (J 7.46-7.42 (m, 2H), 731-7.11 (m, 2H), 6.94-6.84 (m, 
2H), 6.55 (d, J = 9.9 Hz. 2H), 632 (d, J = 8.4 Hz, IH), 5.95 (s, 2H), 5.15 (m, IH), 
5.05 (s, 2H), 3.91 (s, 3H), 3.03 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.27 (s, 
3H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

6 (1 9 Q ) 

3- (2- ( (3-^^;b-l- (4-p< 1, 3-S^;^-^-b--f >^ 

>-6 — r;v) ;^7>»wt^-r;i/) -4- (3 7 3i>'^^^>p«5^ 




COOH 
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COOH 



CN 



TLC : Rf 0.48 (^nD7^;i/A : 9 : 1) ; 

NMR (300MHz,CDCl3) : <y 7.46-7.12 (m,7H), 6.56 (dd. J = 10^,1.5 Hz, 2H), 
6,46 (d, J = 8.4 Hz, IH), 5.94 (s, 2H), 5.13 (m. IH), 5.03 (s, 2H), 3.90 (s, 3H), 3.02 (t, 
5 J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.85-1.55 (m, 3H). 0.97 (d. J = 6.6 Hz^ 6H)o 

lyiS^JS (19 1) 

3- (2- ( (3-;^5^;i/-l- (4->< h^^^S^-l, 3 >i5;^ 
>-6— f;!/) :«7;i//t^^;i/) -4- (2 -^g^;!/^^!^:;^^^^^?^ 

10 7 3i^;i/) :7*n>'^>^ 



TLC : Rf 0.50 (^DD;^^;l/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDQ,) : 6 7.51 (s, IH), 7.44 (d, J = 7.8 Hz, IH), 7.30-7.23 (m, 
3H), 6.79 (s, IH), 6.75 (d, J = 8.4 Hz, IH) 6.55 (d, J = 7.2 Hz, 2H), 6.36 (d, J = 8.7 
15 Hz. IH), 5.95 (5, 2H), 5.13 (m, IH), 5.09 (s, 2H), 3.91 (s, 3H), 3.04 (t, J = 7.2 Hz, 




COOH 



347 



wo 03/016254 PCT/JP02/08120 



2H), 2.74 (t, J = 7.2 Hz, 2H), 2.27 (s, 3H), 1.82-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 



mmme (19 2^ 

5 3- (2- ( (3-^5^;p-i- (3, 5-i^^>DD7ai-;i.) ^5=-;!/) :i7 




T L C : R f 0.50 D D/}v;i/A : ^ iS? y — ;i/= 9:1) ; 
NMR (300 MHz, CDC],) : d 7.48-7.42 (m, 2H), 7.35-7.24 (in, 6H), 7.02-6.94 (n, 
10 3H), 6.58 (d, J = 8.4 Hz. IH), 5.20-5.10 (m, IH), 5.05 (s, 2H), 3.05-2.97 (m. 2H). 
2.85-2.70 (m. 2H), 1.80-1.40 (m, 3H), 0.99 (d, J = 5.7 Hz, 3H), 0.98 (d. J = 5.7 Hz, 
3H)o 



15 



gfU 6 (19 3) 

3- (2- ( (3->?5=-;i'- 1- (3-t5'Dn-5-:7;i/;tD7ai-;i/) :7 
5^;p) *;i//'?^^;i.) -4-7aiydi^s/p<5^;v:7 3iri;i/) y^uj^>m 



ex 
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T L C : R f 0.50 (tJ'D D7^^;^A ^ 9:1); 
NMR (300 MHz, CDCI3) : ^ 7.50-7.40 (m, 2H), 7.35-7.15 (m, 6H), 7.05-6.94 (m, 
3H), 6.80-6.70 (m, IH), 6.00-5.85 (m, IHX 5.04 (s, 2H), 3.10-3.00 (m, 2H), 2.80- 
2.70 (m. 2H), 2.00-1.40 (m, 3H), 1.02 (d, J = 6.0 Hz, 3H), 1.01 (d, J = 6.0 Hz, 3H) o 

IliS^J 6 (19 4) 

3- (2- ( (3 1 - (4-7;i/;tD-3-^g^;i/7i— ;i/) 

:i7;W^^^;i/) -4- (2 -;>«^;i/7 3i>'dE^$^^5^;i/) 7air:;i/) 7" 




T L C : R f 0.23 (^^rt?-> : gf^3i5^;i/= 1:1) ,• 

NMR (300 MHz; CDCI3) : S 7.45-7.42 (m, 2H), 7.28 (m, IH), 7.20-7.10 (m, 4H), 
6.97 (m, IH), 6.92-6.84 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5.17 (m, IH), 5.05 (s, 
2H), 3.08-2.95 (m, 2H), 2.75-2.71 (m, 2H), 2.27 (s, 6H), 1.82-1.55 (m, 3H), 0.99 (d, 
J = 6.3 Hz; 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

^^J6 (19 5) 

3- (2- ( (3 1 - (4-7;i/:tD-3-^5=-;i/7a^rz;i/) :r 
5^;i') :*r;wt^-Y;i') -4- {2-^uu-b-:A^)]yy 
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TL C : Rf 0.23 : mm^^?l= 1:1) ; 

NMR (300 MHz, 0003) : 6 7.52 (brs, IH), 7.43 (m, IH). 7.30-7.24 (m, 2H), 
7.18-7.11 (m. 2H), 6.97 (m. IH), 6.79 (bis, IH), 6.75 (brd, J = 7.8 H2, IH), 6,34 (brd, 
J = 8.1 Hz. IH), 5.16 (m, IH), 5.09 (s, 2H), 3.11-2.96 (m, 2H), 2.75-2.70 (m, 2H), 
2.32 (s, 3H), 2.27 (d, J = 1.5 Hz, 3H), 1.87-1.54 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 
0.98(d,J = 6.3Hz,3H)o 

^^J6 (19 6) 

3- (2- ( (3-^^;u-i- (3, 5-i^yji:i-nyjL-;\y) y^ji) 
*;wt^-f;i/) -4 -:7 3^y^^^5^;i,7j^-;i/) yuj^>m 




T L C : R f 0.53 C^' D D/tJ;i/A : ;< ^y—j]/^ 9:1) ; 

NMR (300MHz,CDCl3) : <S 7.48-7.40 (m. 2H), 7.35-7.24 (m, 3H), 7.02-6.94 (m. 
3H), 6.94-6.84 (m, 2H), 6.76-6.66 (m, IH), 6.54 (brd, J = 8.4 Hz^ IH), 5.23-5.13 (m, 
IH), 5.04 (s, 2H), 3.02 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.80-1.40 (m, 3H), 
0.99 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 
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mmme (197) 

3- (2- ( (3-^^;i/-i- (3, 



TLC : Rf 0.53 (^Dn;J^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDQ,) : 6 7.47-7.40 (m, 2H), 7.34-7.20 (m, 3H), 7.02-6.90 (m, 
3H), 6.51 (d, J = 2.1 Hz, 2H), 6.40-6.35 (m, 2H), 5.20-5.10 (m, IH), 5.03 (s, 2H), 
3.79 (s, 6H), 3.08-3.00 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.80-1.50 (m, 3H), 0.99 (d, 
10 J = 6.3Hz,6H)o 

mmme (±9 8) 

3- (2- ( (3-p{5=-;i/- l-:7airi;v:r5^;i/) ;b;wt^-f;i/) -4 - (1 



TLC : Rf 0.53 (^nD4^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.18 (m. lOH), 6.94-6.82 (do, 3H), 6.25 (d, J = 
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8.4 Hz, IH), 5.30 (q, J = 6.6 Hz, IH), 5.22 (m, IH), 2.96 (m, 2H), 2.70 (m, 2H), 
1.80-1.45 (m, 3H), 1.62 (m, 3H), 1.00-0.95 (m, 6H)o 

6 (19 9) 

5 3- (2- ( (2-^ h:3p^'-2-7i^;i/x.^;i/) *;w^^-f;i/) -4- 




TLC : Rf 039 (iJ7DD3^;UA : ^^S'y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCQ <5 7.46-7.27 (m. lOH), 7.02-6.95 (m, 3H), 6.51 (m, IH), 
10 5.03 (s, 2H), 4.41 (dd, J = 8.4, 3.9 Hz, IH), 3.87 (ddd, J = 13.5, 6.9, 3.9 Hz, IH), 
3.46 (ddd, J = 13.5, 8.4, 4.5 Hz, IH), 3.28 (s, 3H), 3.07 (t, J = 7.5 Hz, 2H), 2.76 (t, J 
= 7.5 Hz, 2H)o 

mmme (2qq) 

15 3- (2- ( (2 -7 31— ;i/rDtr;i/) *;wt^>f;i/) -4 -73:^:2^.5^;,? 




TLC : Rf 034 (^DDJ^;i/A : ;i/=9 : 1) ; 
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N M R (300 MHz, CDCI3) : 6 7.40-7.20 (m, lOH), 7.02-6.91 (m, 3H), 6.03 (dd, J 
= 6.0, 5.7 Hz, IH), 4.96 (s, 2H), 3.80 (ddd, J = 13.5, 6.0, 6.0 Hz, IH), 3.48 (ddd, J = 
13.5, 9.3, 5.7 Hz, IH), 3.10 (m, IH), 2.95 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 
134(d,J = 6.9H2i3H)o 

mmm e (201) 

3- (2- ( (3-^5^;i/- l-:7 3i-;v:r^;i/) :jb;wf^-r;i/) - 4- (2 



TLC : Rf 0.38 (i^au:^J]/2^ : ^^J^)]/=Q : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.38-7.18 (m, lOH), 6.98-6.84 (m, 3H), 630 (d, J = 
8.1 Hz, IH), 5.23 (dt, J = 8.1, 6.3 Hz, IH), 4.16 (t, J = 6.9 Hz, 2H), 3.07 (t, J = 6.9 
Hz, 2H), 2.99 (dt, J = 3.3. 6.9 Hz, 2H), 2.72 (t, J = 6.9 Hz, 2H), 1.82-1.50 (m, 3H), 
0.98(d, J = 6.6Hz,6H)o 



mmm s (202) 

3- (2- (3-7ax-;^^;^7i^u>-4— r;i/:^;i/5}^— -4-73i>' 
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COOH 



o. 



TLC : Rf 0.31 (^dd4t;1/A : :^-^J—))y= 1 0 : 1) „ 
(2 0 3) 

3- (2- {A-y:r.J^^^}^^^)p^^-l-^)\y±,)\yif,-,^) _4_^-^ 



TLC : Rf 0.38 (^^DD^;i/A : ^^y— ;i/= 1 0 : 1) o 

mmmQ (204^ 

3- (2- ( - (3, 5 
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TLC : Rf 0.39 i^^1)-> '.mWt^^^JV^ 1 : 1) „ 

mmm e (205) 

3- (2- ( (4-p<>;i/-2-7ai-;i/^>5=-;i/) 3b;w^^-r;i/) -4 — 
7 yuj-^i^m 




TLC : Rf 0.44 (i?DD7jT;i/A : Ai^^^—JV^ 9:1) ; 
N MR (300 MHz, CDClg) : 6 7.40-7.15 (m, lOH), 7.10-6.90 (m, 3H), 5.92 (t, J = 
5.4 Hz, IH), 4.95 (s, 2H), 3.86 (ddd, J = 13.5, 5.4, 5.4 Hz, IH), 3.40 (ddd, J = 13.5, 
9.9, 5.4 Hz, IH), 3.01 (m, IH), 2.94 (t, J = 7.2 Hz, 2H), 2.71 (t, J = 7.2 Hz, 2H), 
1.65-1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

6 (2 0 6) 

3- (2 -2^7i-;M5^;i/:i7;wt^-r;i/-4-7 3iy :J|r$^j»«5=-;i/:7 3;-;i/) 
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TLC : Rf 0.42 (^DDJjx^l/A : ^^y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : d 9.39 (d, J = 8.7 Hz, IH), 7.43-7.20 (m, 15H), 
7.03-6.90 (m, 3H), 6.36 (d, J = 8.7 Hz, IH), 5.07 (s, 2H), 2.85 (t, J = 7.8 Hz, 2H), 
5 2.44 (m, 2H)o 

^^J6 (207^ 

3- (2- ( (2-iy^uyu\fJV-l- (3, 5-tP^^;\.y3,-)]y) 31 

10 :7jc-;i/) m.'i^M 




TLC : Rf 0.49 (^au:^j]/A : ^^y— ;V=9 : 1 ) ; 
NMR (300 MHz, CDCQ : d 7.57 (s, IH). 7.44 (d, J = 8.1 Hz, IHX 7.32-7.24 (m, 
2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.74 (d, J = 8.1 Hz, IH), 6.45 (d, J = 8.1 
15 Hz, IH), 5.18 (m. IH), 5.10 (s, 2H), 3.07 (m, 2H), 2.76 (t, J = 7.2 Hz, 2H), 2.31 (s, 
9H), 1.76 (m, 2H), 0.69 (m, IH), 0.55-0.40 (m, 2H), 0.22-0.06 (m, 2H) o 
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^^J6 (2 08) 

3- (2- ( (1- (3, 5-i^^5^;i/7i^;i/) itj;w^^-f jv) 

-4- (2-i57DD-5-^5^;i/7 3iy:^$/^^;i/) :7 3i— rn/i>® 




TLC : Rf 0.46 (^'DD5fc;i/A : p^^y— ;i/=9 ; 1) ; 
N M R (300 MHz, CDCl^) : 6 7.53 (s, IH), 7.44 (d, J = 7.8 Hz, IH), 7.30-7.23 (m, 
2H), 6.99 (s, 2H), 6.92 (s, IH), 6.78 (s, IH), 6.74 (d, J = 7.8 Hz, IH), 6.36 (d, J = 7.5 
Hz, IH), 5.23 (dq, J = 7.5, 6.9 Hz, IHX 5.08 (s, 2H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 (t, 
J = 7.5 Hz, 2H), 2.32 (s, 6H), 2.31 (s, 3H), 1.57 (d, J = 6.9 Hz, 3H)o 

3- (2- ( (3-;<^J)/- l-^^TL—jvy^;],) ;i7;Wt^-r;V) -4-7 




TLC : Rf 0.28 i^^'i^> :mm=^^JP=l : 1> 0.5%if®) ; 

NMR (300 MHz, CDCQ : d 7.46 (s, IH), 738-7.22 (m, 7H), 7.02-6.94 (m, 3H), 
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6.78 (s, IH), 6.19 (d, J = 8.4 Hz, IH), 5.19 (m, IH), 5.06 (s, 2H), 3.87 (s, 3H), 3.06 
(m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.82^1.50 (m, 3H), 0.972 (d, J = 6.6 Hz, 3H), 0.969 
(d, J = 6.6 Hz, 3H)o 

5 ^^J6 (2 1 0^ 

3- (2- ( ( 1 -p<5^;i/-2-7i— :ij;w^^-r 



TLC : Rf 0.34 (t^DD7^;i/A : ^^$7^-;!/= 10:1) ; 
10 N M R (300 MHz, CDCI,) : 6 7.43-7.16 (m, lOH), 7.03-6.92 (m, 3H), 5.99 (d, J = 
8.1 Hz, IH). 4.98 (s, 2H), 4.49 (m, IH), 3.00-2.90 (m, 2H), 2.87 (d, J = 6.6 Hz, 2H), 
2.80-2.65 (m, 2H), 1.26 (d, J = 6.6 Hz, 3H)o 

15 3 - ( 2 - ( ( 3 1 -7 ;b) - 4 _ (^s^ 
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TLC : Rf 0.48 i^UU7irij],A : ^iS'y'— ;i/= 10: 1) » 

mmme (2 1 2) 

3- (2- ( (3 -jt^)V- 1 - y aizzjvy^;]/) *;wt^>r;v) - 4- (1, 



T L C : R f 0.46 (^7U D3}^;i/A : ^ ^ y'— ;i/= 1 0 : 1 ) o 
mm 6 (213) 

3- (2- ( (3-pt5^;i/- l-7 3i-;i/;^5^;i/) >f7;w^^-r -4- (-f 



TLC : Rf 0.48 (^^UOn^JVA : p{^>'-;i/= 1 0 : 1) o 
%SteM6 (2 14) 

3- (2- ( (4-^^;i/- 1-7 31— ;i/^>^>-2— r;u) >b;w^^-Y 
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TLC : Rf 0.50 (^tiun^;\/A \ ^9 J—J\/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 7.43-7.16 (m, lOHX 7.04-6.93 (m, 3H), 5.76 (d, J = 
9.0 Hz, IH), 4.99 (s, 2H), 4.53 (m, IH), 3.02-2.66 (m, 6H), 1.72 (m, IH), 1.52-1.35 
5 (m, 2H), 0.97 (d, J = 6.0 Hz, 3H), 0.95 (d, J = 6.0 Hz, 3H)o 

mmm 6 (215) 

3- (2- ( (3-^5^;i/- :i7;w^^-f -4-7 



TLC : Rf 0.23 (^=3p•t^> :g^^ai^;i/=2 : 1. G.5%B^il) ; 
NMR (300 MHz, CDCI3) : 6 7.40 (s, IH), 7.36-7.25 (m, 7H), 7.12 (s, IH), 
7.03-6.95 (m, 3H), 631 (d, J = 8.1 Hz, IH), 5.21 (m, IH), 4.99 (s, 2H), 3.01 (m, 2H), 
2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 3H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

15 

mmm 6 ( 2 i e ) 

3- (2- ( (:^7^57l/>-2 — fJV^^Jl^) tiJlJ^^^jV) -4- (If^ 



10 
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TLC : Rf 0.37 i^uUTi-^jVA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 12.14 (brs, IH), 9.01 (t, J = 5.7 Hz, IH), 
5 7.95-7.77 (m, 5H), 7.57-7.44 (m, 4H), 7.33-7.26 (m, 2H), 7.20 (d, J = 8.1 Hz, IH), 
6.28 (m, IH), 5.34 (s, 2H), 4.60 (d, J = 5.7 Hz, 2H), 2.92 (t, J = 7.8 Hz, 2H), 2.57- 
2.48 (m, 2H)o 

6 (217) 

10 3- (2- ( (3 -ji^JV- 1-7 ;;^;i/7T^'f;i/) -4- 




TLC : Rf 0.46 (^nD3j^;i/A : pt^x'— ;i/= 5 : 1) ; 
NMR (300 MHz, CDCO : 6 7.77 (s. IH), 7.43 (d, J = 8.1 Hz, IH), 7.38-7.25 (m, 
15 2H), 7.20-6.90 (m. 9H), 6.10-5.95 (m, IH), 4.94 (s, 2H), 4.32 (q, J = 7.5 Hz, IH), 
3.25-3.00 (m, 2H), 2.72 (dd4 J = 16.2, 10.2, 5.7 Hz, IH), 2.51 (ddd, J = 16.2, 10.5, 
5.7 Hz, IH), 1.80-1.40 (m, 3H), 0.88 (d, J = 6.6 Hz, 3H). 0.85 (d, J = 6.6 Hz, 3H)o 
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mmm6 (2 1 8) 

3- (2- ( (3-^^)V- 1- (3, 5-5^;^5^;V7ai-;i.) >^5^;i/) ^3 
;W^^-f;i/) -4- i^tl^^J—;]/- JVy.^j]/) :7*a>'1>^ 




5 TLC : Rf 0.54 (^DD;l%;i/A : ^^y'— ;i/= 1 0 : 1) o 

6 (219) 

3- (2- ( (3-pi5^;P-l- (3, h^iy:7:i:-;i/) y^jv) 

10 ^ 




TLC : Rf 0.51 (^'DD^^l/A : ;i/= 1 0 : 1) o 

^^J6 (2 2 0) 
15 3- (2- ( O-^f-^JV-l-yz^-jvy^JV) itjJW^^^M 
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TLC : Rf 0.38 : B^^ai^;i/= 1:1, os%mm) ; 

N M R (300 MHz, CDd^) : 6 7.4Q-7.2S(pa, 8H), 7.07 (d, J = 8.1 Hz, IH), 7.01- 
6.93 (m, 3H), 6.18 (d, J = 8.7 Hz, IH), 5.29 (m, IH), 4.96 (s, 2H), 2.90 (m, 2H), 2.62 
5 (m, 2H), 2.22 (bs, 3H), l.'90-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 
Hz,3H)o 

l^g>J6 (2 2 1) 

2- (2- (3-j?<5^;i/- 1 -7 3i-;i/:r5=-;i/) A;w^^-f 4-731 y 
10 =^s/^^;v^>$;;u:^dri/) 




TLC :Rf 0.44 (^no n^JlA : ^ ^ y — 9:1) ; 

N M R (300 MHz, CDCI3) : <S 7.57 (d, J = 1.5 Hz, IH), 7.49 (dd, J = 7.8, 1.5 Hz, 
IH), 7.39-7.24 (m, 8H), 7.03-6.92 (m, 3H), 6.65 (d, J = 8.4 Hz, IH), 5.24 (m, IH), 
15 5.08 (s, 2H), 4.67 (d, J = 11 Hz, IH). 4.56 (d, J = 11 Hz, 1 H), 3.99 (d, J = 17 Hz, IH), 
3.94 (d, J = 17 Hz, IH), 1.89-1.52 (m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 
Hz,3H)o 
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mme (222) 

3- (2- ( (3-tKDdpi^-3_^5^;i,_l_-7 3,-;i,^^;^) ^j^^^ 



T L C : R f 0.42 (i^a a:^J]/A \ J — ;i/= 10: 1 ) o 

^mm 6 (223) 



TLC : Rf 0.29 (t5'DD7^;i/A ; >>« iJ' ^ — ;P : S^^= 9 0 : 1 0 : 1) ; 
NMR(300MHz.DMSO-d.) : d 8.94 (d, J = 8.7 Hz, IH), 7.90-7.82 (m, 2H), 7.79 
(d, J = 0.6 Hz, IH), 7.59 (t, J = 8.0 Hz, IH), 7.45-7.39 (m, 2H), 736-7.28 (m, 2H), 
7.22 (m, IH), 5.15 (m, IH), 1.87 (m, IH). 1.70-1.48 (m, 2H), 0.93 (d, J = 6.3 Hz, 
6H)o 





COOH 
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(2 2 4^ 



TLC : Rt 033 i^^uun^jVA : ;i/ : i^^= 9 0:10:1) ; 

NMR (300 MHz. DMSO-d.) : S 8.74 (d, J = 8.1 Hz, IH), 7.91 (d, J = 8.1 Hz, IH), 
7.76-7.69 (m, 2H), 7.50-7.18 (m, 6H), 5.14 (m, IH), 1.88-1.71 (m, 2H), 1.52 (m, IH), 
0.95 (d, J = 6.2 Hz, 3H), 0.93 (d, J = 6.2 Hz, 3H)o 

mi^J6 (2 2 5^ 

2— (7- (3 1 -7i~;i/:r^;V:^;Wt^-f;i/) 
1 — f;p) 




COOH 




T L C : R f 0.35 (ft®g3i5^;i.) ; 
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NMR (300 MHz, DMSO-d.) : 6 12.56 (s, IH), 8.99 (d, J = 8.7 Hz, IH), 7.65 (d, 
J = 7.8 Hz, IH), 7.41-7.31 (m, 5H), 7.25-7.20 (m, IH), 7.14 (d, J = 6.6 Hz, IH), 7.05 
(t, J = 7.8 Hz, IH), 6.52 (d, J = 3.0 Hz, IH), 5.17 (d, J = 18.3 Hz, IH), 5.12-5.06 (m, 
IH), 4.97 (d, J = 183 Hz, IH), 1.84-1.74 (m, IH), 1.68-1.55 (m, IH), 1.50-1.41 (m, 
5 IH), 0.95 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 63 Hz, 3H)o 

^jfS^J 6 (2 2 6) 

2- (7- (3-^5^;i/- i-7a^n;i/:r5^;v:jb;wt^-r;p) -<>K-;i/- 

3— f;v) s^^ 



COOH 



10 




T L C : R f 0.60 (g^Mou^;!/) ; 

NMR (300 MHz, CDCI3) : 6 10.25 (brs, IH), 7.76 (d, J = 7.8 Hz, IH), 7.40-7.23 
(m, 7H), 7.11 (t, J = 7.8 Hz, IH), 6.98 (d. J = 6.9 Hz. IH), 5.31-5.23 (m, IH), 3.80 (s, 
2H), 1.89-1.58 (m, 3H), 1.01-0.97 (m, 6H)o 

15 

mmme (227) 
m 
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TLC : Rf 0.33 i^uU7t^))/A : >^'$^yf—;V= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.31 (s, IH). 8.96 (d, J = 8.4 Hz, IH), 8.24-8.13 
(m. 2H), 8.08 (d, J = 8.7 Hz, IH). 7.97 (d, J = 8.7 Hz, IH), 7.66 (m, IH), 7.47-7.17 
5 (m, 5H), 5.14 (m, IH), 1.88 (m, IH), 1.67(m, IH), 1.54 (m, IH), 0.94 (d, J = 6.3 Hz, 
6H)o 

mmm6 (2 2 8) 

2- (l-^>i^j]/- 3- (3-p<5^;v- i-7ai^;i/:^5=-;i/*;w^^-f;i/) 
10 > K-;i/- 4 — f ;i/) 




TLC : Rf 0.38 (n — : @^m^5^;i/= 1:1) ; 
NMR (300 MHz, DMSO-dj) : d 12.24 (brs, IH), 8.56 (brd, J = 8.7 Hz, IH), 8.01 
(s, IH), 7.50-7.20 (m, IIH), 7.09 (t, J = 7.5 Hz, IH), 6.92 (d, J = 7.5 Hz. IH), 5.47 (s, 
15 2H), 5.20-5.05 (m, IH), 4.24 (d, J = 15.3 Hz, IH), 4.01 (d, J = 15.3 Hz, IH), 1.90- 
1.45 (m, 3H), 0.95 (t, J = 6.0 Hz, 6H)o 
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6 (2 2 9) 



T L C : R f 0.33 (n-^^D-> : g^^3^5^;P= 1:1); 
NMR (300 MHz, DMSO-d«) : 6 11.84 (bis, IH), 8.48 (brd, J =» 8.4 Hz, IH), 7.87 
(s, IH), 7.50-7.20 (m, IIH), 7.04 (t, J = 7.2 Hz, IH), 6.89 (d, J = 7.2 Hz, IH), 5.45 (s, 
2H), 5.20-5.05 (m, IH), 3.40-3.10 (m, 2H), 2.38 (dt, J = 2.4, 7.8 Hz, 2H), 1.90-1.45 
10 (m, 3H), 0.95 (t, J = 63 Hz, 6H)o 

^^J6 (2 30) 

3- (2- ( (3-p<5=-;i/- l-7ai-;i/:r5=-;i/) p!7;w^^'f ;i/) -4-p< 



5 
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COOH 



TLC : Rf 0.27 in-^^V-> : mm^^Jl'= 1:1); 
N MR (300 MHz, DMSO-d«) :6 8.82 (d, J = 8.7 Hz, IH), 7.41-7.16 (m. 8H). 5.07 
(m, IH), 4.40 (s. 2H), 330 (s, 3H), 2.92-2.75 (m. 2H), 2.55-2.40 (m, 2HX 1.85-1.40 
(m, 3H), 0.98-0.89 (m, 6H)o 

^^J6 (23 n 

2- (7- (3-p<5^;v- l-7jc^;i/:/^;i/:&;wt^>r;i/) 

1— r;!') mm 



T L C : R f 0.40 imWt^'^JU) ; 

NMR (300 MHz, DMSO-d.) : 6 12.26 (s, IH), 8.73 (d, J = 7.8 Hz, IH), 7.36-7.28 
(m, 4H), 7.22-7.16 (m. IH), 7.06 (d, J = 7.2 Hz, IH), 6.93 (d, J = 7.2 Hz, IH), 6.57 (t. 
J = 7.5 Hz; IH), 5.04-4.96 (m, IH), 4.11 (d, J = 183 Hz, IH), 3.85 (d, J = 18.3 Hz, 
IH), 3.47 (t, J = 8.4 Hz, 2H), 2.96-2.90 (m, 2H), 1.80-1.34 (m, 3H), 0.92-0.88 (m, 
6H)o 
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^^J6 (2 3 2) 

3- (7- (3-^5^;i/- i-7 3^^;i/7^;i'i;;w^^W;i/) -^VKU^- 
1— Tu^^>m 



T L C : R f 0.70 (Wm^^^JV) ; 

N M R (300 MHz, DMSO-d«) : 6 12.09 (brs, IH), 8.73 (d, J = 9.0 Hz, IH), 
7.38-7.18 (m, 5H), 7.05 (d, J = 7.5 Hz, IH), 6.90 (d, J = 7.5 Hz, IH), 6.57 (t, J = 7.5 
Hz, IH), 5.04-4.95 (m, IH), 3.41-3.35 (m, 2H), 3.23 (t, J = 73 Hz, 2H), 2.90-2.84 (m, 
2H), 2.30-2.24 (m, 2H), 1.80-1.41 (m, 3H), 0.90 (d, J = 6.3 Hz, 6H)o 

IIM^J6 (2 3 3) 

3- (2- ( (3-p<^;i/- i->'3i-;i/:r5=-;i/) :jb;w^^-r;i/) -4-$^ 





COOH 
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TLC : Rf 0.42 (^UU:^JVA : : 1) ; 

N M R (300 MHz, CDOg) : 6 7.65-7.58 (m, 2H), 7.41-7.25 (m, 6H), 6.50 (d, J = 
8.1 Hz, IH), 5.22 (m, IH). 3.09-2.97 (m, 2H), 2.77-2.65 (m, 2H), 1.87-1.52 (m, 3H), 
0.99 (d, J = 6.6 Hz; eH^o 

5 

mmme (2 3 4^ 




10 TLC : Rf 0.47 (^DD;}^;1/A : ;i/= 9 ; 1) ; 

N M R (300 MHz, DMSO-d«) : 6 8.81 (s. IH), 8 J9-8.31 (m, 2H), 7.75 (dd, J = 8.9. 
1.5 Hz, IH), 7.59 (4 J = 8.9 Hz, IH), 7.43-7.16 (m, lOH), 5.51 (s, 2HX 5.13 (m, IH), 
1.79 (m, IH), 1.69-1.48 (m, 2HX 0.93 (d, J = 6.6 Hz; 6H) . 

15 (2 3 5) 

3- (8- {3-;^=f^)^^- :x^-)Vy^)]yti)W^^^ )],) -1, 2, 3, 
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TLC : Rf 0.56 (*g'fb;^^V> : ^^J^y— 1 0 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.75 (d, J = 8.1 Hz, IH), 7.40-7.27 (m, 4H), 7.23 
(m, IH), 7.03-6.94 (m, 2H), 6.69 (t, J = 7.5 Hz, IH), 4.98 (m, IH), 3.22-3.02 (m, 4H), 
5 2.67 (t, J = 6.0 Hz, 2H), 2.40-2.17 (m, 2H), 1.84-1.67 (m, 3H), 1.62-1.42 (m, 2H), 
0.91 (d, J = 6.3 Hz, 3H), 0.90 (d, J = 6.3 Hz, 3H)o 

mmme (2 3 6) 

3- (2- ( (3 -;»{5=-;v- 3!7;w^^-f -4-^? 

^COOH 




T L C : R f 0.55 o 



g|ffe^J6 (2 3 7) 
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3- (2- ( (3-p«^;i/- 1 -7 Jin;i/r5=-;i/) - 4- (N 

^COOH 



T L C : R f 0.55 mm.:c.^)]y) „ 
^^J6 (2 3 8) 

3- (2- ( (3-^^;i/- l-7at-;i/:;r5^;i,) i3)V/^=e:'i )]/) -4-^ 

JCOOH 



TLC : Rf 0.65 mm:^^)V) o 
I^^J6 (2 3 9) 

3- (2- ( (3-^5^;i/-l- (3-^^;i/7 3i-;i/) 3b;WN-^ 
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TLC : Rf 0.47 (^'nD4^;i/A : ;ix=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.43-7.06 (m, UH), 6.40 (d, J = 8.7 Hz, IH), 5.21 
(dt, J = 8.7, 8.7 Hz, IH), 5.04 (s, 2H), 3.03 (m, 2H), 2.74 (t. J = 7.5 Hz, 2H), 2.35 (s, 
3H), 1.85-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mime (2 4 0) 

3- (2- ( (3-p<^;i/-i- (3-p< 

^COOH 




TLC : Rf 0.43 (^DDift;i/A : ;i'=9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7.42-7.15 (m, 8H), 6.95 (d, J = 7.8 Hz, IH), 6.91 (m, 
IH), 6.81 (dd, J = 8.4, 2.7 Hz, IH), 6.45 (d, J = 8.1 Hz, IH), 5.22 (dt, J = 8.1, 8.1 Hz, 
IH), 5.03 (s, 2H), 3.81 (s, 3H), 3.02 (t, J = 7.2 Hz, 2HX 2.74 (t, J = 7.2 Hz, 2H), 



374 



wo 03/016254 



PCT/JP02/08120 



1.83-1.58 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 
I^^J6 (241) 

3- (2- ( (3-ji9-))^-i-y=^—?\^y^)v) *;wt^'f;i/) 

5 ^^i^jVT'^y'yjL-j]/) Tu/^l/m 




TLC : Rf 0.50 {n-^^'^> : iPM3i^;i/= 1 : 1) ; 
NMR (300 MHz, DMSO-d«) : S 11.94 (s, IH), 8.56 (d, J = 8.7 Hz, IH), 7.35-7.18 
(m, 15H), 6.96 (d, J = 8.4 Hz, IH), 6.62 (dd, J = 8.4, 2.7 Hz, IH), 6.56 (d, J = 2.7 Hz, 
10 IH), 4.98-4.90 (m, IH), 4.72 (s, 4H), 2.72-2.58 (m, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.73-1.50 (m, 2H), 1.40-1.31 (m, IH), 0.86-0.83 (m, 6H)o 

6 (2 4 2) 

3- (2- ( (3-^5^;i/- 1 -7 3;^;i/:r5^;i/) 3b;w^^-r;i') -4-7 
15 ;w:^dE^S^7ai— ;i/) rn/iv^ 
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COOH 




T L C : R f 0.31 (n-^^^-y-V : S^^3^^;p= 1:1); 
N MR (300 MHz, CDQa) : 6 7.84-7.81 (m, 2H), 7.65 (m, IH), 7.55-7.49 (m, 2H), 
7.39-7.26 (m. 5H), 7.18 (d, J = 8.4 Hz, IH), 6.97 (dd, J = 8.4, 2.4 Hz, IH^ 6.90 (d, J 
5 = 2.4 Hz, IH), 6.39 (d, J = 8.1 Hz, IH), 5.16 (m, IH), 2.98-2.93 (m, 2H), 2.68-2.62 
(m, 2H), 1.81-1.63 (m, 2H), 1.55 (m, IH), 0.98 (d, J = 6.6 Hz, 3H), 0.96 (d, J = 6.6 
Hz,3H)o 

mmms (243) 

10 3- (2- ( (3-^5^;i/- l-^i-;!/::/^^;!/) :^j;w'?^-r;v) -4— Y 
vrot^;v;^;V7}^^;i/:r=^s>7air:;i/) yu;^>m. 

^COOH 



TLC:Rf 0.28 (n-^:5|rit> : B^M^5=-;i/= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.36-7.35 (m, 4H), 7.31-7.23 (m, 4H), 6.61 (bid, J 
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= 8.4Hz, IH), 5.21 (m, IH), 3.48 (quint, J = 6.9 Hz, IH), 3.01-2.95 (m, 2H), 2.71- 
2.66 (m, 2H), 1.85-1.66 (m, 2H), 1.58 (m, IH), 1.55 (d, J = 6.9 Hz, 6H), 0.9 9 (d, J = 
6.6 Wz, 3H), 0.97 (d, J = 6.6 Hz, 3H)o 

5 mmme (244) 

3- ( 1 3 - (3-^5^;i/-l- (3, 5 

COOH / 



TLC : Rf 0.34 (^^Dn^;VA *: y — ;i/= 9 : 1) ; 
10 N MR (300 MHz, CDCQ : S 7.43 (s, IH), 7.36-7.02 (m, 8H), 6.95 (s, 2HX 6.92 
(s, IH), 6.25 (d, J = 8.4 Hz, IH), 5.31 (s, 2H), 5.17 (dt, J = 8.4, 8.4 Hz, IH), 3.33 (m, 
2H), 2.77 (t, J = 8.1 Hz, 2H), 231 (s, 6H), 1.80-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 
3H), 0.98 (d, J = 6,3 Hz, 3H)o 

15 il«Bg»J6 (2 4 5) 

3 - (1- O—yT^^f-Oi^JU) -3- (3-^5^;i/-l- (3, 5-5^ 

^5^;i/7 3^^;i/) >^5^;i'*;W'?^'f';i/) -f>l«-;v-4 — f;i/) rny'-iv^ 
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COOH 



NC 



T L C : R f 0.34 {i^uut^fUA . J — ;i/= 9:1) ; 
NMR (300 MHzi CDCag) : 6 7.60 (d, J = 8.1 Hz, IH), 7.48-6.90 (m, lOH), 6.28 
(d, J = 8.4 Hz, IH), 535 (s, 2H), 5.19 (dt, J = 8.4, 8.4 Hz, IH), 3.32 (m, 2H), 2.78 (t, 
J = 8.1 Hz, 2H), 2.32 (s, 6H). 1.93-1.60 (m, 3H), 1.00 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 
6.3 Hz, 3H)o 

6 (2 4 6) 

2- (8- (3-^^;i/-i- (3, :?'5^;i/3t7;wt 
^-f;i/) -1, 2, 3, 4-7^ h^t FD=3ry u>- i--f;w) 



TLC : Rf 0.33 (J^-fb^^^l/V : ;v= 10:1) ; 

NMR (300 MHz, DMSO-dJ \6 8.94 (m, IH), 7.14 (m, IH), 7.01 (m, IH), 6.97 

(s, 2H), 6.84 (s, IH), 6.72 (m, IH), 4.92 (m, IH), 3.67 (d, J = 17.4 Hz, IH), 3.57 (d, J 
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= 17.4 Hz, IH), 3.30-3.04 (m, 2H), 2.76-2.66 (m, 2H), 2.25 ( s, 6H), 1.96-1.68 (m, 
3H), 1.66-134 (m, 2H), 0.91 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

llfifl^ 6 (247) 

5 2- (7- ( (3, 5-$^p«^;i/7 3i-;v) ;b 



TLC : Rf 0.60 in-^^V-> : @^^3i^;i/= 2 : 1) ; 
NMR (300 MHz, DMSO-dfi) : d 12.22 (bra, IH), 8.63 (d, J = 7.8 Hz, IH), 
10 7.07-6.82 (m, 5H), 6.57 (t, J = 7.5 Hz, IH), 4.97-4.89 (m, IH), 4.12 (d, J = 18.3 Hz, 
IH), 3.81 (d, J = 183 Hz, IH), 3.47 (t, J = 8.7 Hz. 2H), 2.96-2.90 (m, 2H), 2.24 (s, 
6H), 1.78-1.68 (m, IH), 1.62-1.54 (m, IH), 1.40-1.30 (m. IH). 0.91-0.87 (m, 6H) o 

^^J6 (2 4 8) 

15 3- (2- ( (3-y^9•J^y- :iijw^^^;]/) -4-^ 
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COOH 



TLCrRf 0.55 (igYbp«5=-l/> : ^^^~;i.= 9 : 1) ; 
NMR (300 MHz, CDG,) : 6 7.40-7.20 (m, lOH), 7.03 (d, J = 8.1 Hz, IH). 6.62 
(dd, J = 8.1, Z4 Hz, IH), 6.54 (d, J = 2.4 Hz, IH), 6.22 (d, J = 8.7 Hz, IH), 5.18 (q, J 
= 8,4 Hz, my, 4.30 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.66 (t, J = 7.2 Hz, 2H). 1.80- 
1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)„ 

6 (2 4 9) 

3- (2- ( (3-p<^;i/-i- (3, 4->:^^h^iy'7:i^-jv) y^^jv) 

m 



TLC :Rf OAS m-ihA^U^ : ^^J^jl.= 9 : 1) ; 

NMR (300 MHz, CDCI3) :<y 7.44-7.34 (m, 3H), 7.32-7.24 (m, 2H), 7.20-7.14 (m. 




COOH 



NC 



XX 
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2H), 6.94-6.88 (m, 2H), 6.84 (d, J = 8.7 Hz, IH), 6.42 (d, J = 8.4 Hz, IH), 5.20 (q, J 
= 7,2 Hz. IH), 5.02 (s, 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.01 (1, J = 8.1 Hz, 2H), 2.73 
(t, J = 8.1 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 63 Hz, 6H)o 

5 mmm e (250) 




TLC : Rf 0.44 (^^nD*;i/A : ;i/= 9:1) j 

10 N M R (300 MHz, CDCI3) : 7.47 (d, J = 7.2 Hz, IH), 7.40-7.15 (m, 9H), 7.09 (t, 
J = 7.2 Hz. IH), 7.01 (d. J = 7.2 Hz, IH), 6.90-6.80 (m, 2H), 6.67 (s, IH), 5.17 (bid, 
J = 8.4 Hz, IH), 5.02-4.83 (m, 3H), 4.09 (s, 2H). 3.11 (dd, J = 8.7, 5.7 Hz, 2HX 2.59 
(dd, J = 8.7, 6.9 Hz, 2H), 1.35-1.15 (m, 2H), 1.15-0.97 (m, IH), 0.77 (d, J = 6.6 Hz, 
3H), 0.72 (d, J = 6.6 Hz, 3H)o 

15 

^^J6 (2 5 1) 

3- (2- ( (3-^5^;i/-l- (3-^^;i/-4-7;V:?}-D7a;-;i.) :r 
5^;i/) :i7;wt^-f;i/) -4- ( 3 -s^^^y 7a-y=^S/^5=-;i/) 7a;— ;i/) ^ 
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TL C : Rf 0.35 (^'DD^Pl/A : ^^J^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCl,) : 6 7.42-7.35 (m, 3H), 7.31-7.25 (m, 2H), 7.21-7.11 (m, 
4H), 6.96 (dd, J = 8.7, 8.7 Hz, IH), 6.46 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.03 (s, 
5 2H), 3.06-2.95 (m, 2H), 2.76-2.64 (m, 2H), 2.26 (d, J = 1.5 Hz, 3H), 1.81-1.53 (m, 
3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmme (252) 

3- (2- ( (S-^^;!/- 1-7 31— :^7;v>'^^-r;i/) -4-7* 

^COOH 




TLC : Rf 0.52 (^DnJl^;i/A : p^^y— ;p=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.36-7.34 (m, 4H), 7.30-7.24 (m, 4H), 6.67 (brd, J 

= 8.1 Hz, IH), 5.21 (m, IH), 3.14 (s, 3H), 3.02-2.91 (m, 2H), 2.70-2.64 (m, 2H), 
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1.85-1.67 (m, 2H), 1.58 (m, IH), 0.97 (d, J = 6.0 Hz, 6H) o 

mme (2 5 3) 

3- (2- ( (3-^5^;i/-l- (3, 5-i?;»< h^S^:7 3irz;i/) 



T L C : R f 0.43 D n/f;;i/A : p« ^5? y —JV= 10:1) ; 
NMR (300 MHz, CDCI3) : <y 7.44-7.14 (m, 7H). 6.52 (s, 2H). 6.48 (d, J = 8.4 Hz, 
IH), 6.37 (s, IH), 5.17 (m, IH), 5.03 (s, 2H), 3.79 (s, 6H), 3.03 (t, J = 7.2 Hz, 2HX 
2.75 (t, J = 7.2 Hz, 2H), 1.83-1.56 (m. 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

6 (2 5 4) 

8- (3-^^;i/-i- (3, 5-j^p«^;i/7ac^;v) 

COOH "^V^^N^ 




COOH 



NC 
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TLC : Rf 0.67 i^UUTi^JVA : :^^y—)V= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.97 (d, J = 8.4 Hz, IH), 8.80 (s, IH), 8.12-7.95 
(m, 3H), 7.73-7.58 (m, 2H), 7.02 (s, 2H), 6.87 (s, IH), 5.12 (m, IH), 2.27 (s, 6H), 
1.84-1.65 (m, 2H), 1J;4-1.39 (m, IH), 1.00 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 



mmme (255) 

7- (3-^^;i'-l- (3, 5-i^^^;i/7 3i— ;i/) :7^5^;i/:i7;w^^-f ;i/) 



T L C : R f 0.55 (^7 n D7}x;bA : ;^ y — ;i/ : S^= 9 0:10:1) ; 
NMR (300 MHz, CDCQ : d 8.29 (dd, J = 7.7, 1.3 Hz, IH), 7.93 (d, J = 7.8 Hz, 
IH), 7.85 (dd, J = 7.7, 1.3 Hz, IH), 7.74 (s, IH), 7.45 (t, J = 7.7 Hz, IH), 7.07 (s, 2H), 
6.89 (s, IH), 5.28 (m, IH), 232 (s, 6H), 2.00-1.66 ( m, 3H), 1.02 (d, J = 8.3 Hz, 3H), 
15 1.00 (d, J = 8.3 Hz. 3H)o 

mmm6 (2 5 6) 

3- (2- ( (3-^g^;i/-l- (3, 5-5^^5^;i/37ain;i/) :r5^;i/) :i7 



5 3H)o 




COOH 



10 
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COOH 




TLC : Rf 0.61 : ^l/=9 : 1) ; 

N MR (300 MHz, CDCI3) ; 6 7.46-7.24 (m, 6H), 7.16-7.08 (m, IH), 6.98-6.80 (m, 
4H), 6.56-6.42 (m, IH), 5.17 (s. 2H), 5.13 (q, J = 7.2 Hz, IH), 3.00-2.85 (m, 2H), 
2.70-2.55 (m, 2H), 2.29 (s, 6H), 1.80-1.50 ( m, 3H), 0.96 (d, J = 5.4 Hz, 6H) o 

mm6 (2 5 7) 

3- (2- ( (3-ji^;v-i- (3, 5-5^^^;i/7a^-;i/) 

^COOH 



TLC : Rf 0.57 (mh^^)y> : ^i^'y— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.38-7.24 (m, 5H). 7.03 (d, J = 8.4 Hz, IH), 6.91 (s, 
3H), 6.62 (dd, J = 8.4, 2.4 Hz, IH), 6.55 (d, J = 2.4 Hz, IH), 6.15 (d, J = 8.4 Hz, IH), 
5.11 (q, J = 8.4 Hz, IH). 4.30 (s, 2H), 2.88 (t, J = 7.5 Hz, 2H). 2.67 (t, J = 7.5 Hz, 
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2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 63 Hz, 6H)o 
^^J6 (2 5 8) 

3- (2- ( i3-ji9-)V-l - (3, 5-5^p<^;i/7ai-;V) * 

5 -4- (-f v-f >l«y>-2->f;i/) rn^iv^ 

^COOH 



TLC : Rf 0.47 (^'fbpt^'-UV : ^^J^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.25 (m, 4HX 7.16 (d, J = 8.4 Hz, IH), 6.98 (s, 
2H), 6.92 (s, IH), 6.67 (dd, J = 8.4, 2.4 Hz, IH), 6.60 (d, J = 2.4 Hz, IH), 6.40 (d, J = 
10 8.4 Hz, IH), 5.19 (q, J = 8.4 Hz, IH), 4.62 (s, 4H), 2.92 (t, J = 7.2 Hz, 2H), 2.72 (t, 
J = 7.2 Hz, 2H), 2.32 (s, 6H), 1.85-1.55 (m, 3H), 1.00 (d, J = 6.3 Hz, 6H)o 

mmm6 (2 5 9) 

3- (2- ( (3-p<5^;i/- 1- (3, 5->:^pi5^;i/7 3ir:;i/) :/5^;i/) * 
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TLC : Rf 0.47 (JSM^bpi^U-^ : ^tJ^y— ;i/=9 ; 1) ; 

NMR (300 MH^ CSDCQ : 6 7S2 (s, IH). 7.42-7.32 (m, 3H), 7.28-7.10 (m. 4H), 

6.94 (s, 2H), 6.88 (s, IH), 6.48 (d, J = 8.7 Hz, IH), 5.13 (q, J = 8.7 Hz, IH), 3.00- 

2.90 (m, 2H), 2.70-2.60 (m, 2H), 2.28 (s, 6H), 1.80-1.50 (m, 3H), 0.95 (d, J = 6.3 Hz, 

6H)o 

^^J6 (2 6 0) 

2- (7- (3->«^;i/-l- (3, 5-$^^5^;i/7 3i-;i/) :r^;i/:^;wt 

/ — COOH 




TLC : Rf 0.48 (^'DD5t^;^A : ;p=9 : 1) ; 

NMR (300 MHz, CDCI3) : <y 8.03 (dd, J = 7.7, 1.3 Hz, IH), 7.69 (d, J = 7.8 Hz, 
IH), 7.64 (dd, J = 7.7, 1.3 Hz, IH), 7.31 (t, J = 7.7 Hz, IH), 6.99 (s, 2H), 6.86 (s, IH), 
6.75 (s, IH), 5.23 (m, IH), 3.93 (s, 2H), 2.29 (s. 6H), 1.91-1.59 (m, 3H), 0.97 (d, J = 

387 



wo 03/016254 PCT/JP02/08120 



62. Hz, 3H), 0.95 (d, J = 6.2 Hz, 3H)o 

mmm 6 ( 2 6 i ) 

3- (2- ( (3-^^;U-l- (3, 5-$^:7;i/:2f-D7air:;V) 
5 i^;^>'^*^>r;^) -4- (3 -$^7^ ^^ly^i/pt^^;!/) 7°n>'^> 




TLC : Rf 0.51 (JKbp^^^V^ : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.45-7.15 (m, 8H), 6.90 (t, J = 8,4 Hz, 2H), 6.65 (d, 
10 J = 8.4 Hz, IH), 5.72 (q, J = 8.4 Hz, IH), 5.05 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.72 
(t, J = 7.2 Hz, 2H), 1.95-1.80 (m, IH), 1.80-1.65 (m, IH), 1.65-1.50 (m, IH), 1.00 
(d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 

mmm s (2 6 2) 

15 3- (2- ( (3-^5^;i/-i- (3, b-z^^^)\^y3L=.)]/) 
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TLC : Rf 0.46 (Jya-rb^^l/^ : pi^^— ;W=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.10-8.00 (m, IH), 7.85 (d, J = 8.0 Hz, 2H), 7.71 (s, 
IH), 7.60-7.42 (m, 4H), 7.24-7.18 (m, IH), 6.96 (s, 2H), 6.89 (s, IH), 6.70-6.62 (m, 
5 IH), 5.14 (q, J = 7.5 Hz, IH), 3.05-2.95 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 
1.85-1J5 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmme (2 6 3) 

3- (2- ( (3-p<^;v-l- (3, 5-$^p«5^;i/:7 3i— ;i/) :;^5=-;i/) 
10 ;w^^-r;v) -4- (N-^>;^;v-N-p«^;i/T^y) 731— ;v) yu^^ 




TLC : Rf 0.57 (tg'fbpt 5^1/ >: p«i5'^—;v=9 : 1) ; 

NMR (300 MHz, CDas) : <S 7.36-7.16 (m, 5H), 7.06 (d, J = 8.7 Hz, IH), 6.89 (s. 
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3H), 6.72 (dd, J = 8.7, 3.0 Hz. IH), 6.64 (d, J = 3.0 Hz, IH), 6.12 (d, J = 8.4 Hz, IH), 
5.10 (q, J = 8.4 Hz, IH), 4.50 (s, 2H), 3.04 (s, 3H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J 
= 7.5 Hz, 2H), 2.29 (s, 6H), 1.80-1.45 (m, 3H), 0.96 (d, J = 6.6 Hz, 3H), 0.95 (d, J = 
6.6 Hz^ 3H)o 



mmme (2 6 4) 

2- (2- ( i3-j^^)V- 1- (3, 5-S^^5^;v:7ai-;i/) :i7 

XOOH 



10 TLC : Rf 0.38 (tJ7nD*;i/A : j^i^J^y— ;V=9 : 1) ; 

NMR (300MHz,CDaj) : 6 8.01 (s, 2H), 7.51 (dd, J = 7.6, 23 Hz; IH), 7.32- 
7.22 (m, 2H), 7.13-6.84 (m, 7H), 5.22 (m, IH), 5.00 (s, 2H), 4.78 (s, 2H), 2.28 (s, 
6H), 1.94-1.54 (m, 3H), 0.95 (d, J = 6.0 Hz, 6H)o 

15 (2 6 5) 

2- (2- ( (3-^^;v-i- (3, 5-s^^^;v7air^;i/) :/^;i/) :^ 
;w?^-(';i/) -4- (s-s^ipy^aiydps/;^^;!/) ^i^^Jpe^') iS^^ 



r 
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T L C : R f 0.38 D D5tc;i/A : ^ ^ ^ — ;i/= 9:1); 
NMR (300 MHz, CDClj) : 6 8.29 (d, J = 7.5 Hz, IH), 8.10 (d, J = 1.2 Hz, IH), 
7.48 (dd, J = 7.6, 2.3 Hz, IH), 7.35 (t, J = 8.4 Hz, IH), 7.24 (m, IH), 7.18-7.10 (m, 
2H), 7.01 (s, 2H), 6.93 (d, J = 8.4 Hz, IH), 6.85 (s, IH), 5.22 (m. IH), 5.00 (s, 2H), 
4.79 (s, 2H), 2.27 (s, 6H), 1.97-1.57 (m, 3H), 0.95 (d, J = 6.3 Hz, 6H)o 

^#0 6 (2 6 6) 

3- (2- ( (3-^5=-;i/-l- (3, 5-$;^^;i/7 3iJz;i/) :rg^;i/) ;b 




TLC:Rf 0.41 (ig^b^^l^> : — ;i/= 9 : 1) ; 

NMR (300 MHz, CD3OD) : 8.92 (d, J = 8.7 Hz, IH), 7.92 (dd, J = 8.1, 2.1 Hz, 

IH), 7.85 (d, J = 2.1 Hz, IH), 7.66 (d, J = 8.4 Hz, 2H), 7.46 (d, J = 8.1 Hz, IH), 7.35 
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(t, J = 8.4 Hz, 2H). 7.14 (t, J = 8.4 Hz, IH), 7.00 (s, 2H), 6.89 (s, IH), 5.15-5.05 (m, 
IH), 3.01 (t, J « 7.2 Hz, 2H), 2.55 (t, J = 7.2 Hz, 2H), 230 (s, 6H), 1.90-1.50 (m, 3H), 
1.01 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 6.3 Hz, 3H)o . 

5 m^me (2 6 7) 

3- (2- ( (3-^^;u-l- (3, 5-s^;«<5^;i/7 3i:r;i/) 3b 



10 TLC : Rf 0.44 (Jg>fb^^l/> : ;i/=9 ; 1) ; 

NMR (300 MHz, CDCI3) : 6 7.30-7.10 (m, 6H), 7.10-7.00 (m. IH), 7.00-6.85 (m, 
3H), 6.68 (s, IH), 5.86 (d, J = 8.1 Hz, IH), 5.06 (q, J = 8.1 Hz, IH), 4.83 (s, 2H), 
3.05-2.95 (m, 2H), 2.70-2.60 (m, 2H), 2.31 (s, 6H), 1.85 (s, 3H), 1.70-1.40 (m, 3H), 
0.96 (d, J = 63 Hz, 3H), 0.95 (d, J = 63 Hz, 3H)o 



mmme (2 6 8) 

3- (2- ( i3-j^^?\y-l- (3, 5-i^p<5^;V7ai^;i/) :/5^;i/) itJ 
;w\*^'f;i') -4- ( (N-73i-;vT^y) y ) 7airi;v) 




COOH 



15 
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COOH 



H H 



TLC : Rf 0.44 (Jg-fbpi^^-V^ : ;>iiS'y— ;u=9 : 1) ; 
NMR (300 MHz, CD3OD) : <y7.46-7.34 (m, 4H), 732-7.20 (m. 3H), 7.05-6.98 (m, 
3H), 6.88 (s, IH), 5.08 (dd, J = 9.6, 6.0 Hz, IH), 2.90 (t, J = 7.5 Hz, 2HX 2.50 (t, J = 
5 7.5 Hz, 2H), 2.30 (s, 6H), 1.85-130 ( m, 3H), 1.00 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 
6.0 Hz, 3H)o 

mmme (2 6 9) 

3- (2- ( (3-;>C5=-;i/-l- (3, 5 -i^^ airi;!/) -^^j]/) ti 

^COOH 



TLC : Rf 0.48 (^g-ffcip? 5^1^ >: pft5'>'—;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 7.71 (d, J = 7.5 Hz, 2H), 7.52 (t, J = 7.5 Hz, IH), 

7.40 (t, J = 7.5 Hz, 2H), 7.20-7.12 (m. IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 4H), 
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6.42 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), Z95-2.85 (m, 2H), 2.65-2.55 (m, 
2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmme (270) 

5 3- (2- ( (3-^5=-;v-i- (3, 5-i^^5=-;v7 3i-;i/) * 



TLC : Rf 0.56 (J^'fb;'i5^l'> : ^i5'^->>l'=9 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.30-7.16 (m, 7H), 7.12 (d, J = 3.0 Hz, IH), 6.91 (s, 
3H), 6.18 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), 4.80 (s, 2H). 3.00-2.90 (m, 
5H), 2.66 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 
3H), 0.96 (d, J = 6.3 Hz, 3H)o 

15 ^^J6 (27 1) 

3_ (3_ ( (3_^5i.;i,_i_ (3, 5-S^p<5^;V7i.-;V) * 

;w^^'f;i/) -5 - (3-S/T>'7 3iy=3pi^^5^;i/) 7:ii-;v) :7"D/i>m 




COOH 
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COOH 




TLC : Rf 0.51 (^nn4^;i/A : J—)\/= 10:1) ; 
NMR (300MHz,DMSO-d,) : 6 8.65 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.71 (s, 
IH), IJSA-lSi (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.17 (s, 2H), 5.02 (m, IH), 2.89 (t, 
5 J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.24 (s, 6H), 1.81 (m, IH), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 

HM^J 6 (2 7 2) 

3- (3- ( (3-^5^;i/-l- (3, 5-s^^^;i/7 3i^;i/) :r^;i/) :b 
10 ;w^^-r;i/) - 5- (3 ^S/'p«^;i/) 3731 7'd^>^ 

COOH 




TLC : Rf 0.50 i^uuiir^)\/K : ;i.= 10:1) ; 

NMR (300 MHz, DMSO-d«) : S 8.76 (d, J = 8.4 Hz, IH), 8.17 (s, IH), 7.95 (s, 
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IH), 7.91 (s. IHX 7.64 (d, J = 15.9 Hz, IH), 7.60-7.34 (m, 4H), 6.97 (s, 2H), 6.84 (s, 
IH), 6.84 (d, J = 15.9 Hz, IH), 5.23 (s, 2H), 5.04 (m, IH), 2.24 (s, 6H), 1.82 (m, IH), 
1.68-1.45 (m, 2H), 0.92 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

5 ^^J6 (2 73) 

4- (3- ( (S-;^^;!/-!- (3, 5 :/^;i/) :*7 
;w^^-f;W -5- (3-2/Ty ^aiy^s^^g^-;!/) 7a^^;i/) ^^iJ'V^ 

^COOH 



TLC : Rf 0.49 (^uu-^JVA : /^^yf—JV= 10:1) ; 
10 N M R (300 MHz, DMSO-d.) : 6 8.67 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.67 (s, 
IH), 7.55-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.18 (s, 2H), 5.03 (m, IH), 2.65 (t, 
J = 7.8 Hz, 2H), 2.28-2.19 (m, 2H), 2.24 (s, 6H), 1.89-1.74 (m, 3H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 

15 (2 74) 

3- (2- (1- (3, 5-t^^^?\yy^—)V) :;^^;i/:i?;WN'^'f ;v) -4 
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COOH 



NC 



'0° 



TLC : Rf 0.64 (J^Ytip<5^l/> : ^^y— ;i/=9 : 1) ; 

NM R (300 MHz, CDCO : 6 7.44-7.24 (m, 5H), 7.22-7.14 (m, 2H), 6.94 (s, 2H), 
6.91 (s, IH), 6.39 (d, J = 8.4 Hz, IH), 5,07 (q, J = 8.4 Hz, IH), 5.03 (s, 2H), 3.04 (t, J 
= 7.2 Hz, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 2.00-1.75 (m, 2H), 1.50-1.25 
(m, 2H), 0.95 (t, J = 7.5 Hz, 3H)o 

Ilife^JS (2 7 5) 

3- (2- ( (3-^^;i/-l- (3, 5-S^^5=-;i/7 3i-;i/) y^fv) 
;wt^-f;i/) -4- (i^^vr— 1 — f;i/;<^;i/pf7;i/^^;i/) 7^^— 



TLC : Rf 0.43 (^DD/}x;VA : p^iJ'y— ;i/= 10:1) ; 

NM R (300 MHz, DMSO-d,) : 6 8.88 (d, J = 8.7 Hz, IH), 8.02 (dd, J = 7.8. 2.1 Hz, 




COOH 
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IH), 7.83 (d, J = 2.1 Hz, IH), 7.72 (d, J = 2.1 Hz, IH), 7.49 (d, J = 7.8 Hz, IH), 7.47 
(d, J = 2.1 Hz, IH), 6.96 (s, 2H), 6.85 (s, IH), 6.30 (t, J = 2.1 Hz, IH), 5.82 (s, 2H), 
4.98 (m, IH), 2.93 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 7.8 Hz, 2H), 2.25 (s, 6H), 1.80- 
1.55 (m, 2H), 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H) o 



mmme (2 7 6) 

3 - (2- ( (1- (3, 5-s^^5^;v7:n-;i/) rDtr;i/) *;w'?^-f;i/) 

^COOH 



10 TLC : Rf 0.49 (^^nn7^;i/A : piiJ^y— ;V= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.74 (d, J = 8.4 Hz, IH), 1,56-1 a& (m, 7H), 6.95 
(s, 2H), 6.84 (s, IH), 5.16 (s, 2H), 4.77 (m, IH), 2.85 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 2.24 (s, 6H), 1.80-1.63 (na, 2H), 0.89 (t, J = 7.2 Hz, 3H)o 

15 mmmQ (277) 

3- (2- ( (3-p<^;v-l- (3, 5-t^^5^;i/7i^;i/) * 
;w^^-f;i/) -4- (2-7 3:r:;i/if— ;v) 7 3i-;i/) ::rtij^>m. 



5 
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TLC:Rf 0.51 (j^-fb^^VV : ^^y~;i/=9 : 1) ; 
NMR (300 MHz, CDQa) : 6 7.54-7.42 (m, 4H), 7.40-732 (m, 2H), 7.32-7.22 (m, 
2H), 7.09 (d, J = 16.5 Hz, IH), 7.03 (d, J = 16.5 Hz, IH), 6.98 (s, 2H), 6.92 (s, IH), 
5 635 (d, J = 8.7 Hz, IH), 5.19 (q, J = 8. 7 Hz, IH), 3.01 (t, J = 7.5 Hz, 2H), 2.72 (t, J 
= 7.5 Hz, 2H), 2.32 (s, 6H), 1.85-1.60 (m, 3H), 0.99 (d, J = 63 Hz, 6H)o 

SliS^J 6 (2 78) 

3- (2- ( (3-p<5^;i/-l- (3, 5-S^y.^;VZ7:^-)]y) tl 

10 ;w^^^;i/) -4- (2- (^^\/— ;i/-l-^;i/) ai5^;i/) 7^ri;i/) 




T L C : R f 0.50 ('^uu : ^3^^ — ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.50 (s, IH), 7.17-6.88 (m, 6H), 6.75 (s. IH), 6.23 
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(d, J = 8.7 Hz. IH), 6.12 (t, J = 2.1 Hz, IH), 5.12 (m, IH), 4.29 (t, J = 6.9 Hz, 2H), 
3.08 (t, J = 6.9 Hz, 2H), 2.98 (t, J = 7.2 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.32 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d. J = 6.6 Hz, 6H)o 



5 mmme (279) 

3- (2- ( (3-^^;i/-l- (3, 5-e^^5^;i/7ic-;i/) * 




10 TLC : Rf 0.53 (^'Pn7j^;i/A : ^^J'y'— ;i'= 1 0 : 1) ; 

N M R (300 MHz, CDQa) : <y 7.44 (s, IH), 7.42 (d. J = 8.1 Hz, IH), 7.28 (d, J = 
8.1 Hz, IH), 7.15-6.87 (m, 4H), 6.96 (s, 2H), 6.91 (s, IH), 631 (d, J = 8.7 Hz, IH), 
5.16 (m, IH), 5.09 (s, 2H), 3.08-2.97 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 
1.85-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

15 

^^J6 (2 80) 

3- (2- ( {3-^^?v-l- (3, 5-i^^^;v7rcr:;i/) :r^;b) * 
;w^^-f;i/) -4- (2-^^PD:7iy=^s/p<5^;i/) 7ji^;i/) yu/-^>m 
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TLC : Rf 0.53 (^DP7h;i/A : ;^^^'-?V= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 7.52 (s, IH), 7.46-7.35 (m, 2H), 7.28 (d, J = 8.1 Hz, 
IH), 7.21 (m, IH), 7.00-6.87 (m, 2H), 6.95 (s, 2H), 6.91 (s, IH), 6.29 (d, J = 8.4 Hz; 
5 IH), 5.16 (m, IH), 5.12 (s, 2H). 3.09-2.97 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H). 2.31 (s, 
6H), 1.86-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme (2 8 i) 

3- (2- ( (3-p<^;i/-i- (3, 5-s^^5=-;v7ai-;v) :r5^;i/) 5b 
10 ;wt^-r;i/) -4- (2, 4-i^7;i';rn7 3iy^$^p<5^;i/) ^i^;!/) y 




TLC : Rf 0.54 (^Dn;J^;VA : ^^J'y— 10:1) ; 

N M R (300 MHz, CDCI3) : <y 7.42 (s, IH), 7.41 (d, J = 7.8 Hz, IH), 7.29 (d. J = 
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7.8 Hz, IH), 7.00-6.73 (m, 3H), 6.96 (s, 2H), 6.91 (s, IH), 6.32 (d, J = 8.1 Hz, IH), 
5.16 (m, IH), 5.05 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 6.6 Hz, 2H), 2.31 (s, 6H), 
1.84-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme (282) 

3- (2- ( (3-p<5^;i/-l~ (3, 5-:^;p(^;^7 3,-;^) ;fj 

-4- (3-7;i/3|-D7jcy^r^p<^;i/) 7 rn^'^v 

m 



TLC : Rf 0.53 (^uUTtsJVA : ;i,= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.42-7.18 (m, 5H), 6.95 (s, 2H), 6.91 (s, IH), 

6.76-6.63 (m, 2H), 6.30 (d, J = 8.7 Hz, IHX 5.16 (m, IH), 5.00 (s, 2H), 3.07-2.96 (m, 

2H), 2.73 (t, J = 6.9 Hz, 2H), 231 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H)o 

iiaii^je (2 8 3) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-s^^5^;i/7a:-;i/) r^g^;i/) ^ 
;wt^-f;v) -4- (2, 5-i^7;i/;^P7iydps/^5^;i/) 73^— ;i/) r 




COOH 
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TLC : Rf 0.51 {^UU:^;VA : ^^y— ;i/= 10:1) ; 
N MR (300 NdHz, CDa,) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H). 231 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m. 2H), 5.06 (s. 2H), 5.16 (m, IH), 6.31 (d. J = 8.24 
5 Hz, IH), 6.61 (m, IH), 6.73 (m, IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m. IH), 7.29 (d, 
J = 8.24 Hz, IH), 7.41 (m, 2H)o 

llfite^je (2 8 4) 

3- (2- ( (3-^5^;b-l- (3, 5-S^^^;i.7iri;i/) :r^;v) 
10 ;w^^-f;i') -4- (2-^Dn-5-7;i/:^D7a^y^$^p<5=-;i/) 3731- 




TL C : Rf 0.53 (^DD;l^;bA : ^^y— 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : <^ 7.49 (s, IH), 7.42 (d, J = 7.8 Hz, IH), 7.37-7.23 (m, 
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2H), 6.96 (s, 2H), 6.91 (s, IH), 6.74-6.62 (m, 2H), 6.30 (d, J = 8.7 Hz, IH), 5.17 (m, 
IH), 5.08 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 7.5 Hz, 2H), 231 (s, 6H), 1.85-1.58 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

5 ^^J6 (2 8 5) 

3- (2- ( (3-;<^JV-i- (3, 5 * 

^COOH 



TLC:Rf 0.22(n — : i^^ai^;i/= 1 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.60-7.50 (m, 3H), 7.39 (m, IH), 7.27 (d, J = 7.8 Hz, 
IH), 7.08-6.96 (m, 4H), 6.90 (brs, IH), 6.53 (brd, J = 8.7 Hz, IH), 5.18 (m, IH), 5.16 
(s, 2H), 3.07-3.02 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.90-1.57 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 

15 HM^J 6 (2 8 6) 

3- (2- ( (3-p(g^;v-l- (3, 5-S^^^;i'7a:n;i/) r5^;i/) * 
;W'?^'r;i/) -4- (4-S/T>'7a:>'^r$^P?5^;V) ;i/) rD;i>^ 
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NC 




TLC : Rf 0.25 (n-'\^^•^^> : @^^3^^;i/= 1 : 1) ; 
NMR (300 MHz, CDCa,) : 6 7.62-7.57 (m, 2H), 7.41-7.38 (m, 2H), 7.29 (m, IH), 
7.02-6.98 (m, 2H), 6.95 (brs, 2H), 6.91 (brs, IH), 635 (brd, J » 8.4 Hz, IH), 5.17 (m, 
5 IH), 5.06 (s, 2H), 3.06-3.01 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m. 
3H), 0-98 (d, J = 63 Hz, 6H)o 

liife^JS (2 8 7) 

3- (2- ( (3-^^;v-l- (3, 5-$^p<^;i/7 3in;i/) 
10 ;wt^-(';i/) -4- (4-;>< hdp$^:7aiydip.^;,<^;i,) :rn>'N-> 




TLC : Rf 038 (n-^4r1^-> : S^^ai5^;i/= 1 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7.41-739 (m, 2H), 7.27 (d, J = 7.8 Hz, IH), 6.95 (brs, 
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2H), 6.91-6.82 (m, 5H), 6.28 (brd, J = 8.4 Hz, IH), 5.16 (m, IH), 4.97 (s, 2H), 3.77 
(s, 3H), 3.06-3.00 (m, 2H), 2.74-2.69 (m, 2H), 2.31 (s, 6H), 1.83-1.56 (m, 3H), 0.98 
(d, J = 63 Hz, 6H)o 

5 ^^J6 (2 88) 

3- (2- ( (3-p<5^;i/-i- (3, 5-e^^5^;i/:7 3i^;i/) ^i? 




10 TLC :Rf 0.38 (n-'NdplJ-y : g^^3i5^;i/= 1 : 1) ; 

NMR (300 MHz, CDQa) : d 7.45-738 (m, 2H), 7.31-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.59-630 (m, 3H), 6.28 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 
3.79 (s, 3H), 3.11-2.92 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.52 (m, 
3H), 0.98 (d, J = 6.6 Hz, 6H)o 

15 

^^J6 (2 8 9) 

3- (2- ( (3-^5^;i/-l- (3, 5 -t^;^^)],^ 

;w^^-r;b) -4- (3-^5^;i/7 3i^:^i^^5^;i/) 7:r-;i/) zrun^m. 
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TLC : Rf 0.38 (n-^^t>-> : B^^3^5=-;v= 1 : 1) ; 
NMR (300 MHz, CDCQ : 6 7.47-7.38 (m, 2H), 7.29-7.U (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.85-6.72 (m, 3H), 6.29 (d, J = 9.0 Hz, IH), 5.16 (m, IH), 4.99 (s, 2H), 
5 3.11-2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.33 (s, 3H), 2.30 (s, 6H), 1.86-1.51 (m, 
3H), 0.98 (d, J = 6.3 Hz. 6H)o 

IIMi#iJ6 (2 9 0^ 

3- (2- ( i3-j^^JV-l- (3, 5-:^>?«5^;V7ai— :;?7 
10 ;WN*^-r;v) -4- (2 h^s/-5 -s^rpy' :7iy :apj^p<5^;v) 73^— 




TLC : Rf 0.33 (n-^:aptf> : W^^^JV= 1 : 1) o 
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^^^J6 (2 9 1) 

3- (2- ( (3-^5^;i/-l- (3, 5-t^^^;vyaL=Ljv) ij 



TLC:Rf 0.38 (n-^:^1^> : S^ji5^;i/= 1 : 1) ; 
NM R (300 MHz, CDCJ^) : 6 7.47-7.39 (m, 2H), 7.25 (m. IH), 7.01-6.82 (m, 7H), 
6,28 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H), 3.86 (s, 3H), 3.10-2.92 (m, 2H). 
2.71 (t. J = 7.4 Hz, 2H), 230 (s, 6H), 1.86-1.53 (m, 3H), 0.98 (d, J = 5.7 Hz, 6H)o 

3- (2- ( (3-^^;i/-i- (3, 5-i?^5^;i/7:c-;i/) 
;Wi^^;V) -4- (2-7-fe^;i/7ai>'^r2/^5^;i/) 7 air;;!.) m^'i^ 




408 



wo 03/0162S4 



PCT/JP02/08120 




TLC : Rf 0.30 (n-^^^> : i^^3^^;b= 1 : 1) o 

mmme (293) 

3- (2- ( (3-pt5^;i/- 1 - (3, 5-s^^5^;v7:cc:i;i/) itj 
-4- (2-i5'pp-4— :7;i/:rP7iy=:irS/;»?^;i/) y sl- 




TLC : Rf 0.31 (n-^:irV> : Bf^^5^;i/= 1 : 1) ; 
N M R (300 MHz, CDCU : <S 7.32 (Jars, IH), 7.13-7.05 (m, 3H), 6.94-6.91 (m, 3H), 
6.81-6.73 (m, 3H), 5.10 (m, IH), 4.78 (s, 2H), 2.84-2.79 (m, 2H), 2.43-239 (m, 2H), 
2.21 (s, 6H), 1.78-150 (m, 3H), 0.89-0.87 (m, 6H) o 

llgS^J 6 (294) 
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3- (2- ( (3 1- (3, 5-P;<9-J\^y3i=uJi') r^}V) 



5 TLC : Rf 0.31 (n-'N^-y-y :i^^J^5^;i/= 1 : 1) ; 

NMR (300 MHz, DMSO-d.) : 6 7.34-7.17 (m, 3H), 7.04-6.93 (m, 5H), 6.82 (brs, 
IH), 5.03 (s, 2H), 4.97 (m, IH), 2.80-2.76 (m, 2H), 2.43-2.39 (m, 2H), 2.23 (s, 6H), 
2.17 (s, 3H). 1.80-1.60 (m, 2H), 1.41 (m, IH), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 



^^J6 (2 9 5) 

3- (2- ( (3-;<^;i/-l- (3, 5-i^^5^;i/:7 3i^;i/) :rf^;v) :i7 
;w'?^>f;W -4- (2, 5-:^p<^;i/:7 3i^dpsx^5^;v) 7 3q^;1/) 




COOH 



10 
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OOH 




HN 



T L C : R f 0.34 (n-^:^-^-^ : gf^3:^;i'= 1:1); 
NMR (300 hOHz, DMSO-d«) : 6 9.94 (hrs. IH). 738-7.33 (m. 2H), 7.28 (d. J = 7.8 
Hz, IH), 7.01-6.99 (m, 3H), 6.83 (d, J = 7.5 Hz, 2H), 6.64 (d, J = 7.8 Hz, IH), 5.03 (s, 
5 2H), 4.97 (m, IH), 2.84-2.77 (m, 2H), 2.44-2.40 (m, 2H), 2.24 (s, 6H), 2.12 (s, 3H), 
1.78 (s, 3H), 1.77-1.58 (m. 2H), 1.41 (m, IH), 0.91 (d, J = 6.6 Hz, 3HX 0.89 (d, J = 
6.6 Hz, 3H)o 




mmie (2 9 6) 

10 3- (2- ( (3-;^^;v-l- (3, 5 -i^^^jvy y^jv) * 
;w^^'f;v) - 4- (4 -:*7;w'?^>f 5^;i/73i>'^^';>«5=-;i/) :7 3;^;i/) 




TLC : Rf 0.36 (^DD7h;i/A : ;i/= 1 0 : 1) o 
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mmm 6 (2 9 7) 

3- (2- ( (3-^5=-;i/- 1- (3, 5-S?^5=-;W7ai-;i') * 

5 ;v) rD;i>^ 




TLC : Rf 0.53 (;;7Dnj}^;i/A : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-d^) : 6 8.76 (d, J = 8.4 Hz, IH), 7.40 (d, J = 8.7 Hz, IH), 
7.31 (s, IH), 7.30 (d, J = 8.7 Hz, IH), 6.95 (s, 2H), 6.89 (s, IH), 6.84 (d, J = 8.7 Hz, 
10 IH), 6.83 (s, IH), 6.69 (d, J = 8.7 Hz, IH), 5.02 (s, 2HX 4.96 (m, IH), 3.69 (s, 3H), 
2.84 (t, J = 8.1 Hz, 2H), 2.45 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.21 (s, 3H), 1.78-1.57 
(m, 2H), 139 (m, IH), 0.92 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

^#16 (2 9 8) 

15 3- (2- ( (3-^^;i'-l- (3, S-i^^^;!/^!:-;!/) y^jv) 

;v>'^^-j' ;i/) -4- (4-^5^;v7aiy^2^p«5^;v) 7 3:-;i/) t'd/'^v^ 
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TLC : Rf 0.55 (^dd:!^;1'A : ;p= 10:1) ; 

N M R (300 MHz; DMSO-d<) : 6 8.74 (d. J = 8.7 Hz, IHX 7.39 (d, J = 8.1 H^ IH), 
7.30 (s, IH), 7.29 (d, J = 8.1 Hz, IH), 7.08 (d, J = 8.4 Hz, 2H), 6.95 (s, 2H), 6.88 (d, 
5 J = 8,4 Hz, 2H), 6.84 (s, IH), 5.05 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 
2.44 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H). 2.22 (s, 3H), 1.80-1.55 (m, 2H), 1.40 (m, IH), 
0.91 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

^g>J 6 (2 9 9) 

10 3- (2- ( (3-^5^;i/-l- (3, 5 ;v) :r5^;v) 
;w^^-i';i/) -4- (4-7;i/;rD7 3:.y ^i^^^;i/) 7i^;v) ra/i> 




TLC : Rf 0.55 i^un^;UA : ^^yf—)\/= 10:1) ; 
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N M R (300 MHz, DMSO-d,) : 6 8.74 (d, J = 8.7 Hz, IH), 7.39 (d, J = 7.5 Hz, IH), 
7.31 (s, IH), 7.29 (d, J = 7.5 Hz, IH), 7.16-7.06(m, 2H), 7.04-6.96 (m, 2H), 6.95 (s, 
2H), 6.83 (s, IH), 5.06 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 
Hz, 2H), 2.24 (s, 6H), 1.80-1.54 (m, 2H), 1.40 (m, IH), 0.91 (d, J = 6.3 Hz, 3H), 0.89 
5 (d, J = 6.3 Hz, 3H)o 

^mM6 (3 0 0) 

3- (2- ( (3-^5^;V-l- (3, 5-i^^5^;V:7i::i;i/) p^5^;v) * 
;W^^-r;i/) -4- (3-;^ h=3p2/-5-^T^7 3iy^r$/pi^;i/) 

10 ;i/) 7'd;"«>^ 



TLC : Rf 0.52 (n-^:^-y-> : S^^a:5^;V= 1 : 1) ; 
N M R (300 MHz, CDCI3) : d 7.41-7.28 (m, 2H), 7.38 (brs, IH), 6.96 (brs, 2HX 
6.91 (brs, IH), 6.80 (m, 2H), 6.71 (m, IH), 638 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 
15 5.00 (s, 2H), 3.80 (s, 3H), 3.05-3.00 (m, 2H), 2.76-2.70 (m, 2H), 2.31 (s, 6H), 1.86- 
1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm 6 ( 3 o i ) 

3- (2- ( (3-^^;i/-l- (3, 5-e^p?^;i/7ai-;v) :r^;i/) * 




COOH 
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T L C : R f 0.47 (^UUTj^jVIx \ ^9 J — ;i/= 9:1) ; 
NMR (300 MHz, CDOj) : 6 7.U-7.y7 (m, 2H), 7.32-7.17 (m, 2H), 7.00-6.81 (m, 
5 6H), 6.29 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, 
J = 7.1 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

6 (3 0 2) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^;»{5^;i/7airi;i/) z^^jv) ib 
10 ;w^^-f;i/) -4- (2-y})/:^u-5-jA'^))/y -y^^— 




T L C : R f 0.47 (^ D n3^;i/A : iJ' y — ;i/= 9:1) ; 
NMR (300 MHz, CDQa) : 6 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, IH), 
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7.02-6.88 (m, 4H), 6.81 (d, J = 8.1 Hz, IH), 6.72 (m, IH), 6.29 (d, J = 8.7 Hz. IH), 
5.17 (m, IH), 5.07 (s, 2H), 3.12-2.95 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.31 (s. 6H), 
2.29 (s, 3H), 1.85-1.53 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

^^J6 (3 0 3^ 

3- (2- ( (3-^5^;i/-l- (3, 5-S^pt5^;V7a:-;i/) ^5^;!/) * 
;W^^-f;^) -4- (2, 3, 4, 5, 6-^>^yjl.ytDy3.y>^^:y^^ 




TLC : Rf 0.47 (^DD3}^;i/A : ^^J^y— ;i,= 1 0 : 1) „ 

mmme (3 0 4) 

3- (2- ( (3-^5^;i/-i- (3, 5-i^^5^;P7i-;i/) y^jv) ^ 
;W^^-r;V) -4- (2, ^-V7)\,:;iruy:^J^t/^=^}V) r 
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COOH 



TLC : Rf 0.46 (iJ7DP7fc;vA : ^^y— ;i/= 1 0 : 1) o 



^^J6 (3 0 5) 

5 3- (2- ( (3-p«^;v-l- (3, 5-S^^^;i/7 3ic:i;i/) ::/g^;v) 

JCOOH 



TLC ; Rf 0.46 (^DD:tc;i'A : J—)]/= 10: 1) o 

10 6 (3 0 6) 

3- (2- ( - (3, 5-S^^5^;i/7 3in;i/) 

;wt^'f;i/) -4- (2, 3 -s^:7;i/:rn7 3iy^$^^^;v) •7:ti=.)^/) 
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COOH 



TLC : Rf 0^7 (^DD7tx;i/A ;i/=9 : 1) ; 

N M R (300 MHz, C^Cl,) : d 7.45-7.38 (m, 2H), 7.29 (d, J = 7.2 Hz, IH), 

7.02-6.89 (m, 4H), 6.85-6.73 (m, 2H), 6.32 (d, J = 8.7 Hz. IH), 5.17 (m, IH), 5.10 (s. 



0.99 (d, J = 6.3 Hz, 6H)o 
(3 0 7^ 

3- (2- ( (3-^5^;i/-l- (3, 5-s;p<5^;i/7 3i-;i/) * 
;w^^-r;b) -4- (3, ^-i^-7)\^:^uya^j^t/^^)\/) :7ai-;i/) r 



TLC : Rf 0.57 (^DP7}^;i/A : ;i.= 9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7A2-735 (m, 2HX 7.30 (d, J = 7.5 Hz, IH), 6.95 (s, 

418 



2H), 3.07-2.95 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H). 231 (s, 6H), 1.86-1.53 (m, 3H), 




COOH 



wo 03/016254 



PCT/JP02/08120 



2H), 6.91 (s, IH), 6.54-6.40 (m, 3H), 632 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 4.97 (s, 
2H), 3.12-2.94 (m. 2H), 2.73 (t, J = 7.3 Hz, 2H), 231 (s, 6H), 1.87-1.52 (m, 3H), 
0.99(d,J = 63Hz,6H)o 

mmm s ( 3 o s ) 

3- (2- ( (3 1 - (r^^iS^lx-^- 1 — (JV) y^jv) itijw^ 

^COOH 




TLC : Rf 0.49 (-^ua^^JVJ:, : p<^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCQ : (J 1.01 (d, J = 6.59 Hz, 3H) 1.13 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (m, 2H) 2.74 (t, J = 7.20 Hz, 2H) 3.03 (t, J = 7.20 Hz, 2H) 4.97 (s, 
2H) 6.14 (m, IH) 6.35 (d, J = 8.52 Hz, IH) 6.66 (m, 3H) 7.42 (m, 8H) 7.80 (d, J = 
7.69 Hz, IH) 7.88 (d, J = 7.69 Hz, IH) 832 (d, J = 8.24 Hz, lH)o 

^^06 (3Q9-> 

3- (2- ( (3-p<5^;u- 1- l-^;i/) :r^;i/) ij;w^ 

"E-iJ]/) -4- (2, 5-i?7;i':2h0 7^y ^oi-;!/) ^n/i 
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COOH 



TLC : Rf 0.49 {i^UUit^JVA : ^tJ^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 1.01 (d, J = 6.59 Hz, 3H) 1.14 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (t, J = 7.14 Hz, 2H) 2.73 (t, J = 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 
5 2H) 5.02 (s, 2H) 6.14 (m, IH) 638 (d, J = 8.52 Hz, IH) 6.60 (m, IH) 6.70 (m, IH) 
7.02 (m, IH) 7.47 (m, 7H) 7.80 (d, J = 7.97 Hz, IH) 7.87 (d, J = 7.42 Hz, IH) 832 (d, 
J = 8.79Hz,lH)o 

mmme o i o) 

10 3- (2- ( (3-^5^;i/-l- (:^y^u>-l—fjv) -^r^)]^) *;w^ 
^>r;i/) -4- (3-i^:py 7aiy=^$^^5^;i/) 731-;!/) Tuj-M^m. 

^COOH 



TLC : Rf 0.48 (^j7DD4^;bA : ^^y— ;!/= 10:1) ; 

NMR (300 MHz, DMSO-dj) : 6 0.91 (d, J = 632 Hz, 3H) 1.08 (d, J = 6.32 Hz, 
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3H) 1.57 (m, IH) 1.89 (m, 2H) 2.48 (m, 2H) 2.85 (m, 2H) 5.14 (s, 2H) 5.94 (m, IH) 
7.48 (m, 12H) 7.81 (d, J = 8.24 Hz, IH) 7.94 (d, J = 7.97 Hz, IH) 8.22 (d, J = 8.52 
Hz,lH)o 

5 HfiB^ 6 (311) 

3- (2- ( (S-^^^-;!/- 1- (3, 5-s^^5=-;i/7 3i-;i/) :r5^;i/) 
;W^^'f;i/) -4- (3, 4-t^'7)]/:^uy3Ly:3f-iy;A^JV) ^s^—fV) y 




10 TLC : Rf 0.31 (Jfi^b>«5=-^> : ^i5'>'— ;i/=9 : 1) ; 

NM R (300 MH2; CDCI,) : S 0.98 (d, J = 632 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
2.72 (m, 2H) 3.02 (m, 2H) 4.95 (s, 2H) 5.17 (m, IH) 6.34 (d, J = 8.24 Hz, IH) 6.64 
(m, IH) 6.77 (ddd, J = 11.81, 6.59, 3.02 Hz;, IH) 6.91 (s, IH) 6.95 (s, 2H) 7.07 (m, 
lH)732(ni,3H)o 

15 

mmme 012) 

3- (2- ( (3-^5^;i/-l- (3, 5 -i^^5=-;i/7 3i^;i/) >^5^;i/) 
^wt^'i';!/) -4- (3-p«5^;i/-4-7;i/:^-D7aiy^i^p<5=-;i/) 
;u) 'yuj-\>m. 
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TLC : Rf 0.33 (1^ity^^U> : j^^y—;]/=9 : 1) o 

^11^6 (3 1 3) 
5 3- (2- ( (3-p?^;i/-l- (3, 5-S?p«^;i/7 3ir:;i/) 




TLC : Rf 0.33 (J^<b^5=-V> :^^^—;V-9 : 1) o 

10 

mmme (3 1 4) 

3- (2- ( (3-p«5^;i/- 1- (3, 5-i>;<^)Vyj^=.JV) ^^JV) 

;w^^-r;i/) -4- (2, 3, 6- h >; >';v:rD7^^^i^p<5^;v) 
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COOH 




The : R f 0.33 n a-^j]/A : p« ^ ^ — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) :6 0.99 (d, J = 632 Hz, 6H) 1.71 (m, 3H) 2.31 (s. 6H) 
2.71 (m, 2H) 3.03 (m, 2H) 5.16 (m, 3H) 6.27 (d, J = 8.52 Hz, IH) 6.83 (m, 2H) 6.91 
5 (s, IH) 6.96 (s, 2H) 7.26 (m, IH) 7.40 (m, IH) 7.47 (m, IH) o 



^^J6 (3 15) 

3- (2- ( (3-^5=-;i/- 1- (3, 5-S^^^;i/7air:;i/) :r^;i/) * 
;w^^-f;i/) -4- (2, 3, 5, 6-7^h^7;i':rn7 3iy^r$/;>«5=-;V) 
10 7 31— ;i/) :rD>'i>^ 




TLC : Rf 0.33 i^7UU7t-^JVA : ;^ ^ = 9 : 1) » 
^ffe^J6 (3 16) 
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3- (2- ( (3-^5^;V-l- (3, 5-P;i^?Vy:i^=^)]^) y^)]^) ^ 
;W^'^-f;V) -4- (3-7;V;4-D-4-2/Ty 7 3iy^$^^^;v) 7 3^— 




5 T L C : R f 0.55 (n-^=^1?-> : S^^J::5^;i/= 1 : 1 ) o 
^ai^S (3 1 7) 

3- (2- ( (3-^^;v-i- (3, 5-i^^^;v7a^-;i/) * 
;WN'^'f;i/) -4- (3 ->!j;wt^'T;V7 3^y=^i^^5^;v) yu 

10 ^'IV^ 




TLC : Rf 0.23 (t57DCi:J%;i/A : ^^y— ;V=9 : 1) ; 
N MR (300 MHz, DMSO-d«) : 6 0.91 (m, 6H), 1.39 (m, IH), 1.68 (m, 2H), 2.24 
(s, 6H), 2.44 (m, 2H), 2.84 (t, J = 7.97 Hz, 2H), 4.97 (m, IH), 5.13 (s, 2H), 6.83 (s, 
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IH), 6.95 (s, 2H), 7,14 (m, IH), 7.42 (m, 7H), 7.94 (s, 1 H ) 8.76 (d, J = 8.52 Hz, IH), 
12.07 (s, 1H)<, 

^^J6 (3 18) 

5 3- (2- ( (3-^5^;b-l- (3, 5-i^^^)\^yj^-)V) y^Jl) * 
;w^^-f;i/) - 4- (3 -><5^;i/>b;w^^-r;i/7 Jiy:^^^^^;!/) yx.—jv) 




TLC : Rf 0.17 (^nn7}^;i/A : .Xi$'y--;i/= 9 : 1) ; 
10 NMR (300MHz,DMSO-d4) : d 0.90 (m, 6H), 1.40 (m, IH), 1.67 (m, 2H), 2.24 
(s, 6H), 2.43 (m, 2H), 2.76 (d, J = 4.40 Hz, 3H), 2.84 (m, 2H), 4.97 (m, IH), 5.13 (s, 
2H), 6.83 (s, IH), 6.95 (s, 2H), 7.13 (m, IH), 7.39 (m, 6 H ) 8.40 (m, IH), 8.75 (d, J 
= 8.52 Hz, IH), 12.08 (s, IH), 

15 mmme o i 9) 

3- (2- ( (3-p<^;i/-l- (3, 5-$^;»{5^;v7 3i-;i/) ::?'^;i/) :3{7 
;w^^-f;i/) -4- (3 -s^^5^;i/*;wt^-f ;i/7a^y^s^^g=-;v) 
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TLC : Rf 0.44 (^Dn7^;i/A : ptiJ^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.69 (m, 3H), 2.29 (s, 6H), 2.68 (m, 2H), 2.98 (m, 5H), 3.08 (s, 3H), 4.98 (s, 2H), 
5 5.16 (m, IH), 6.85 (m, 2H), 6.97 (m, 5H), 7.28 (m, 4H) o 

mmm e 020) 

3- (2- ( (3-^5=-;!/- 1- (3, 5-i>^^;vyj^~)\^) ;b 

10 IT'D.'IV^ 




TLC : Rf 0.50 (^DCi7^;i/A : jj^a^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDO,) : d 0.97 (m, 6H), 1.69 (m, 3H), 2.29 (s, 6H), 2.67 (m, 

2H), 3.00 (m, 2H), 4.62 (s, 2H), 4.98 (s, 2H), 5.16 (m, IH), 6.52 (d, J = 8.52 Hz, IH), 
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6.89 (m, 6H), 7.24 (m, 2H), 7.38 (m, 2H)o 

3- (2- ( (3, 5-^^5^;i/7 3i-;i/) y^^)],) itj 




TLC:Rf 0.24 (n-^:^-tf> : S^^ai5^;i/= 1 : 1) ; 
NMR (300 MHz. CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6HX 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.72 (m, 2H), 3.03 (m, 2H), 3.38 (s, 3H), 4.43 (s, 2H), 5.02 (s, 2H), 5.17 (m. IH), 
6.32 (d, J = 832 Hz, IH). 6.90 (m, 6H), 7.26 (m, 2H), 7.42 (m, 2H) o 

^^J6 (3 2 2^ 

3- (2- ( ( (IR) -3_^5^;^_i_ (3^ 5-i?^5^;i/7:cn;i/) 
15 zr^)\/) -4- (2, 5-$^7;i/:rn7ac^d^$^p{5=-;i/) y 
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TLC : Rf 0.44 (n-^=3pH^> : 0^^3^^;V= 1:2); 
N M R (300 MHz, CDQj) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m, 
IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m, IH), 6.62 (m, IH), 631 (d, J = 8.4 Hz, IH), 
5 5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 231 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz. 6H)o 

gfeSS^je (3 2 3) 

3- (2- ( ( (IS) -3-^^)V-l- (3, 5-i^^^;i/7 3;-;v) 

10 y^jv) *;w^^-f;i/) -4- (2, 5-^7;v;^D73iy'=^e/^5^;v) y 




TLC : Rf 0.44 (n— : M3i5^;U= 1 : 2) ; 

NMR (300 MHz, CDCI3) : 6 7.45-738 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m. 
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IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m. IH), 6.62 (m, IH), 631 (d, J = 8.4 Hz, IH), 
5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m, 2H). 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H). 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

5 I^^JS (3 2 4^ 

2- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-t?^^;V7a^-)\.) 

^COOH 



T L C : R f 0.40 p D7jT;bA : p< y — ;i/= 10:1) ; 
10 NMR (300MHz,CDCl3) : <y 0.95 (d, J = 6.04 Hz, 6H), 1.62 (m, 2H), 1.82 (m. 
IH), 2.29 (s, 6H). 2.87 (s, 4H), 4.74 (s, 2H), 5.19 (m, IH^ 6.82 (d, J = 8.24 Hz. IH), 
6.88 (bra, IH), 6.97 ( brs, 2H), 7.10 (m, 2H), 7.18 (m, 2H), 7.27 (m, 2H), 7.47 (m. 
2H)o 

15 (3 2F;) 

3- (2- ( ( (IR) -3-^^J]/-l- (3, 5-S^^^;P7ai-;i/) 
i;^^;!/) *;w?^^;i.) -4- (2-7;l/3^D7acy:^i/^5=•;^) 7ai^;i.) 
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TLC : Rf 0.63 (tg'fb^^UV ; ^^5^^— ;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.46-7.38 (m, 2H), 7,28 (d, J = 7.8 Hz. IH), 
7.14-6.88 (m, 7H), 6.31(d, J = 7.8 Hz, IH), 5.15 (q, J = 7.8 Hz, IH), 5.09 (s, 2H), 
5 3.12-2.95 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 231 (s, 6H), 1.85-1.55 (m, 3H), 0.98 (d, 
J = 5.7Hz,6H)o 

mmrne (3 2 6) 

3- (2- ( ( (IR) -3-^5^;i'-l- (3, 5-$^^^;i/73i-;i/) 

10 *;w^^>r;v) -4- (4-7;i/:*-n7xy=^s^-?<^;i/) 73:— 




TLC : Rf 0.56 (J^-fb^^^VV : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCQ : 6 7.42-7.37 (m, 2H), 7.30-7.26 (m, IH), 7.02-6.85 (m. 
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7H), 6.30 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 Hz, IH), 4.98 (s, 2H), 3.10-2.95 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 230 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

5 S^^J6 (3 2 7) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-5^p?5=-;V:7ai-;i/) 
T'^^;!/) A;wt^-f;i/) -4- (2-p? h^e^^i^'^rS^;^^.^!/) 




10 TLC : Rf 0.64 (JS'fb>»?^lx> : .^^^S^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCl,) : 6 7.44-7.39 (m, 2H), 7.28-7.23 (m, IH), 7.00-6.80 (m, 
7H), 6.32 (d, J = 8.7 Hz, IH), 5.15 (q, J = 8.7 Hz, IH), 5.09 (s, 2H), 3.86 (s, 3H), 
3.10-2.95 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.80-1.55 (m, 3H), 0.97 (d, 
J=6.3Hz,6H)o 

15 

^^J6 (3 2 8) 

3- (2- ( ( (IR) -3-p<5^;v-i- (3, 5 a^n;i/) 

*;l/>'^•^-r;^) -4- (2-^^;i/7aiy^i^^5^;i') 
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COOH 



cc 




TLC : Rf 0.54 (Jg'fb^^^i/ : p«i$^y-;i/=9 : 1) ; 
NM R (300 MHz, CDCI3) : 6 7.44-7.40 (m, 2H), 7.30-7.26 (m, IH), 7.20-7.12 (m, 
2H), 6.96-6.83 (m, SH), 6.25 (d, J = 8.7 Hz, IH), 5.16 (q, J = 8.7 Hz, IH), 5.04 (s, 
5 2H), 3.13-2.95 (m, 2H), 2.73 (t, J = 7.2 H 2; 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.55 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mmme o 29) 

3- (2 -$^7 3in;i/p<^;i/:&;w^^-f ;i/-4- (2, 5 -S^7;i/:rD7in 



T L C : R f 0.30 ('N^^-b-V : 1:1) ; 

NM R (300 MHz, DMSO-dj) : d 2.42 (m, 2H), 2.72 (m, 2H), 5.11 (s, 2H), 6.43 (d, 

J = 9.07 Hz, IH), 6.74 (m, IH), 7.24 (m, lOH), 738 (m, J = 6.87 Hz, 2H), 7.54-7.52 




COOH 
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(m,4H)o 

S^^J6 (3 3 0) 

3 - (2- ( (1- (3, 5-^^^;i/7 3i— ;p) i^^u^^i^;]/) itjjwi 
^'T;!/) -4- (2, 5-t>'P;]/:tt3-7 3^J^S^j>i^jV) 7a:— rp^^^ 




TLC : Rf 0.56 (t^DD5^;i/A : ;A^^—)l/= 10:1) ; 
NMR (300 MHz, CDCl,) : <y 1.75 (m, 8H), 2.31 (s, 6H), 2.46 (s, 2H), 2.71 (t, J = 
7.42 Hz, 2H), 3.05 (t, J = 7.42 Hz, 2H), 5.12 (s, 2H), 6.18 (s, IH), 6.63 (m, IH), 6.76 
(m, IH), 6.88 (s, 1 H ) 7.04 (m, IH), 7.08 (s, 2H), 7.31 (d, J = 7.97 Hz, IH), 7.42 (m, 
IH), 7.55 (s, lH)o 

^^J6 (3 3 1) 

3- (2- ( (1- (3, 5-2^^5^;1/7jc-;1/) d^>5=-;1/) ;b;W^ 
^-f;i/) -4- (2, 5-i^7;i/;rD7acy^i^^5^;v) 37ai— ;i/) :7*D7i 
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TLC : Rf 0.55 (i^D07^;i/A : ;i/= 10:1) ; 

NMR (300MH2,CDCl3) :6 1.88 (m, 4H), 2.16 (m, 2H), 231 (s, 6H), 2.46 (m, 
2H), 2.70 (t, J = 7.55 Hz, 2H), 3.02 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.63 (m, IH). 
5 6.75 (m, IH), 6.88 (s, 1 H ) 7.02 (d, J = 5.22 Hz, IH), 7.05 (dd, J = 536, 1.51 Hz, 
IH), 7.08 (s, 2H), 7.29 (d, J = 7.69 Hz, IH), 7.40 (m, IH), 7.45 (s, lH)o 

mmme (332) 

3- (2- ( ( (IR) -3-^^;u-l- (3, 5-i>^^;]yyx.=.)V) 
10 y^jv) :i7;w^^-r;^) -4- (3 -y Muy yj^-jv) 




TLC : Rf 0.56 {^uu^^l/A : 10:1) ; 

N MR (300 MHz, CDCI3) : <y 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 
15 2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.16 (m, IH), 631 (d, J = 8.24 Hz, IH), 
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6.70 (m, 3H), 6.91 (s, IH), 6.95 (s. 2H), 7.25 (m, 2H), 7.40 (m, 2H) o 
^^J6 (3 33) 

3- (2- ( ( (IR) -3-^^;i/-i- (3, 5-i^^5^;i/:7ai^;i/) 




TLC : Rf 0.58 i^UU:^J]/J^ : jlS^y—)l= 1:1) ; 
N MR (300 MHz, CDClj) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.42 (t, J = 6.90 Hz, 3H), 
10 1.55-1.83 (m, 3H), 2.31 (s, 6H), 2.71 (t, J = 7.42 Hz, 2H), 3.00-3.06 (m, 2H), 4.09 (q, 
J = 6.90 Hz, 2H), 5.08 (s, 2H), 5.1 6 (no, IH), 6.32 (d, J = 8.24 Hz, IH), 6.84-6.95 (m, 
7H), 7.26 (t, J = 4.26 Hz, IH), 7.43-7.42 (m, 2H)o 

^^J6 (3 3 4) 
15 3- (2- ( (N- (2 -p<5=-;i/7'ntf;i/) -N- (3, 5 

—jv) 7^5. y) *;wt^-f;i/) -4- (2, 5 -i^7;^:4-D7al>'^i✓p{5=- 
;l/) 7ai— ;V) 7°D/1>^ 
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TLC : Rf 0.41 (^nD5l^;i/A : /^^J—yS/- 10:1) ; 
N M R (300 MHzi CDOj) \6 1.04 (d, J = 6.87 Hz, 6H), 2.07 (m, IH), 2.26 (s, 6H), 
2.81 (t, J = 7.42 Hz, 2H), 3.15 (t, J = 7.42 Hz, 2H), 3.39 (d, J = 7.42 Hz, 2H), 5.12 (s, 
5 2H), 6.52 (s, IH), 6.5 4 (s, 2H), 6.63 (m, IH), 6.76 (m. IH), 7.05 (m, IH), 7.38 (d, J 
= 7.97 Hz, IH), 7.48 (dd, J = 7.97, 1.10 Hz, IH), 7.57 (d, J = 1.10 Hz, IH), 7.70 (s, 
lH)o 

mm\^ (3 3 5) 

10 3- (2- ( 1 1 - (3, ^-v^^y\/y :z.—)V) rnt:;i/) * 
;wt^-r;^) -4- (2, 5-i?7;i';rD7aiy:^S/p?5=-;i/) 73i^;i/) r 




T L C : R f 0.41 n P3jx;i/A : p« ^ — ;v= 19:1) ; 

15 N M R (300 MHz, CDQa) : 0.82 (t, J = 7.28 Hz, 6HX 2.20 (m, 4H), 231 (s, 6H), 
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2.76 (t, J = 7.49 Hz, 2H), 3.09 (t, J = 7.49 Hz, 2H), 5.10 (s, 2H), 6.13 (s, IH), 6.62 (m, 
IH). 6-76 (m, IH), 6.88 (s, IH), 6.97 (s, 2H), 7.04 (m, IH), 7.32 (d, J = 7-97 Hz, IH), 
7.43 (dd, J = 7.97, 1.37 Hz, IH), 7.54 (d, J = 137 Hz, lH)o 

5 mmme (3 3 6) 

3- (2- (4- (3, 5 yl— t Kn tf^>-4— f 
>f7;W^^-f;i/) -4- (2, 5 -S?7;i/:^-D7 3i>'^rS^>«^;i/) 7 inn 




10 TLC : Rf 0.42 (^DD7^;i/A : ;^= 1 0 : 1) ; 

N M R (300 MHz, CDC^) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz. 2H), 3.84 (m, 4H), 5.09 (s, 2H), 6.50 (s, IH), 
6.63 (m. IH), 6.75 (m, IH ), 6.91 (s, IH), 7.05 (m, IH), 7.09 (s, 2H), 7.30 (d, J = 
7.80 Hz, IH), 7.43 (dd, J = 7.80, 1.10 Hz, IH), 7.54 (d, J = 1.10 Hz, lH)o 

15 

mmme (a 3 ?) 

3- (2- ( ( (IR) -3-^5^;i,-i- (3, 5 -f^^^;i/7am;i/) 

:r5^;i') >t3;w-?^-f ;v) -4- (3 -s^^y ^^^y =^>>^5=-;i/) ^a^n;!/) 
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COOH 




T L C : R f 0.55 U D7l>;i/A : ^^J—)\/= 9:1); 
N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 
2.72 (m, 2H), 3.03 (m, 2H), 5.03 (s, 2H), 5.17 (m, IH), 6.37 (d, J = 8.79 Hz, IH), 
5 6.91 (s, IH), 6.96 (s, 2H), 7.17 (m, 2H), 7.28 (m, 2H), 739 (m, 3H) o 

mimiQ (3 3 8) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-S^^5=-;i/:7ai-;b) 
r^;w) *;WN*^-f;i/) -4- (2, 4-$^7;i/::^-D:7iy :^$xp<5^;i/) :7 
10 31 -;i/) 7°D>''?>^ 




TLC : Rf 0.51 (^nD7t^;i/A : pi^^— ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.99 (d, J = 632 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 

2.71 (m, 2H), 3.03 (m, 2H), 5.04 (s, 2H), 5.16 (m, IH), 6.34 (d, J = 8.24 Hz, IH), 
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6.77 (m, IH), 6.90 (m, 5H), 7.27 (m, IH), 7.39 (m, 2H) o 
^^J6 (3 3 9) 

3- (2- ( ( (IR) -3-^^J]^-l- (3, 5-S^;><5^;i/7 3i-;v) 
5 y'^jv) *;wt^-r;i/) -4- (2, 5-i^^5^;i/7ji>'d[^^'^g^;i/) yzL. 



TLC : Rf 0.51 (^^DD/f:;PA : pt^S'y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
10 1.71 (m, 3H), 2.22 (s, 3H), 230 (s, 6H), 231 (s, 3H), 2.72 (t, J = 7.55 Hz, 2H), 3.04 
(m, 2H), 5.02 (s, 2H), 5.15 (m, IH), 6.27 (d, J = 8.79 Hz, IH), 6.71 (m, 2H), 6.90 (s, 
IH), 6.95 (s, 2H), 7.04 (d, J = 7.14 Hz, IH), 7.28 (d, J = 7.69 Hz, IH), 7.42 (m, 2H)o 

^^J6 (3 4 0) 

15 3 - (2 - ( ( (IR) -3-p<^;i/-i- (3, 5-5?p«5=-;i/:7 j:^;i/) 
:3^5=';i/) 5t7;w^^^;i/) -4- (2 -^Dn7 3iy^e^;>{g=-;i/) :7ai— ;i/) 




COOH 



439 



wo 03/016254 



PCT/JP02/08120 




COOH 




TLC : Rf 0.49 (i57DD7j%;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
1.71 (m, 3H), 231 (s, 6H), 2.72 (t, J = 7.14 Hz, 2H), 3.04 (m, 2H), 5.12 (s, 2H), 5.16 
5 (m, IK), 6.32 (d, J = 8.52 Hz, IH), 6.94 (m, 5 H), 7.21 (m, IH), 7.28 (d, J = 7.97 Hz, 
IH), 7.41 (m, 2H), 7.52 (d, J = 1.65 Hz, lH)o 

m^me (34 1) 

3- (2- (l-^9=-;i/- 1- (3, 5-t^p«5^;i/7 3ir:;i/) :^7;w 
10 z^^'f;!/) -4- (2, 5-$^7;i/;rn7 3i>'dpi/p<5^;i/) :7 3i— 



TLC : Rf 0.49 (iJ7DD7}N;VA : p^iJ^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 1.80 (s, 6H), 232 (s, 6H), 2.75 (t, J = 7.42 Hz, 2H), 
15 3.08 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.33 (s, IH), 6.62 (m, IH), 6.75 (m, IH), 
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6.90 (s, IH), 7.03 (m, IH), 7.07 (s, 2H), 730 (d, J = 7.98 Hz, IH), 7.41 (dd, J = 7.98, 
1.51 Hzi IH), 7.49 (d, J = 1.51 Hz, lH)o 

msme 042) 

5 3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-i^^^)V7:r-;]y) 

^COOH 



TL C : Rf 0.52 (^^nn5tc;i/A : ^^5'^'— ;i/= 10:1) ; 
N M R (300 MHz, CDCQ ^ 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.73 (m, 2H), 3.03 (m, 2H), 5.02 (s, 2H), 5.16 (m, IH), 6.28 (d, J = 8.24 Hz, IH), 
6.91 (s, IH), 6.97 (m, 5 H), 7.29 (m, 3H), 7.42 (m, 2H) o 

g^^J6 (3 4 3) 

3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-S^p<5^;i/:7 3i-;i/) 
15 :r^;i/) :i7;wt^-r;i/) -4- (2 -ai5=-;i/:7 3iy dpj^^^;i.) ^zdjz;!/) 
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COOH 




TLC : Rf 0.51 {^un:^JVA : 10:1) ; 

N M R (300 MHz, CDCI3) : ^ 0.98 (dd, J = 6.18, 2.61 Hz, 6H), 1.20 (t, J = 7.55 Hz, 
3H), 1.70 (m, 3H), 2.30 (s, 6H), 2.71 (m. 4H), 3.03 (m, 2H), 5.05 (s, 2H), 5.17 (m, 
5 IH), 6.23 (d, J = 8.52 Hz, IH), 6.90 (m, 5H), 7.16 (m. 2H), 7.28 (d, J = 8.52 Hz, IH), 
7.42(ni,2H)o 

^M^J6 (3 4 4) 

3- (2- ( ( (IR) -3-^5^;V-l- (3, 5-i?^^JVy3i=.;v) 

10 ir^;!/) *;w^^>r;i/) -4- (S-^utiys^^f^i/ji^)]/) 




TLC : Rf 0.52 i^uu-^i^JVI^ : J—)\^= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
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2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.17 (m, IH), 6.30 (d, J = 8.79 Hz, IH), 
6.84 (pa, IH), 6.91 (s, IH), 6.96 (m, 4H), 7.24 (m, 2H), 7.40 (m, 2H) o 

mmme (3 4 5) 

5 3- (2- (4- (3, 5-2^^5=-;W7ai^;i/) fc h*n5^:d-tr^>-4 
— f;i/) *;w;^'f;i/) -4- (2, 5 -2^7;i/:^n7aiy :^S/p(5^;i/) y 
31— ;i/) 7'n>'i>^ 




TLC:Rf 0.58 D P7}^;^A : ^ ^ y — ;i/= 9 : 1) ; 
10 NMR (300MHz,CDCl3) - <S 2.25 (m, 2H), 2.31 (s, 6H), 2.61 (m, 2H), 2.76 (m, 
4H), 3.03 (m, 4H), 5.11 (s, 2H), 6.28 (s, IH), 6.63 (m. IH), 6.77(m, IH), 6.90 (s, IH), 
7.06 (m, 3H), 732 (d, J = 7.97 Hz, IH), 7.44 (dd, J = 7.97, 1.80 Hz, IH), 7.57 (d, J = 
1.80Hz,lH)o 

15 6 (3 4 6) 

3- (2- il-^>i^jV-4- (3, 5-i^^5^;i/7jt^;i/) h:^U$^> 
-4 — f)]/) :*j;w?^'f;i/) -4- (2, 5-$^7;i/;i-D7 3iy:¥-*^;?«^;i/) 
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TLC : Rf 0.52 {^ur2:^^JVA : ;^^J—)V=6 : 1) ; 
NMR (300 MHz, CD3OD) : 6 2.17 (m, 2H), 2.29 (s, 6H), 2.61 (t, J = 7.42 Hz, 2H), 
2.76 (m, 2 H), 2.95 (m, 4H), 3.16 (m, 2H), 4.06 (s, 2H), 5.13 (s, 2H), 6.64 (m, 
5 IH), 6.90 (s, IH), 6.97 (m, IH), 7.09 (m, 3H), 7.43 (m, 8H) o 

^^J6 (3 4 7) 

3- (2- (1, l-Z^:t>-4- (3, 5 >'l-t I* 

n5^:^t:^y-4— r;i/) :3b;wt^^;v) -4- (2, 5->:^7;v:*-d7 3i 
10 y#2/pi5^;v) yuj^>m. 




TLC : Rf 0.49 (^DP5fc;i/A : pl^y— ;i/=9 : 1 ) ; 
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N M R (300 MHz, CDQ,) : 6 2.31 (s, 6H), 2.75 (m, 4H), 3.04 (m, 6H), 3.40 (m, 
2H), 5.07 (s, 2H), 6.62 (m, IH), 6.76 (m, IH), 6.94 (s, IH^ 7.03 (m, 4H), 730 (d, J = 
7.97 Hz, IH), 7.45 (m, IH), 7.51 (m, lH)o 

5 ^^J6 (3 4 8) 

3- (2- ( (4- (3, 5-s^p«5^;i/7ni^;i/) v'l— t ^fDt:v>-4- 
-f;l/) ;i7;w^^-r;i/) -4- O-i^y^y^y s^^^i/y.^)]/) 731— ;i/) :r 



10 TLCrRf 0.24(n-^^V->:mm:J^^JV:Wm=l 00:100:1); 
N M R (300 MHz, DMSO-dg) : 6 1.93 (m, 2H), 2.26 (s, 6H), 2.39 (m, 2H), 2.49 (m, 
2H), 2.86 (m, 2H), 3.74 (m, 4H), 5.20 (s, 2H), 6.84 (s, IH), 7.04 (s, 2H), 7.42 (m, 
7H), 8.59 (s, IH), 12.09 (s, lH)o 

15 ^^J6 (3 4 9) 

3- (2- ( (2, 6-5^^5^;!/- 4- (3, 5 -S^^ airi;i/) -4 
--^r5^;V) :i7;w^^-r;i/) -4- (2, 5 -i?7;i/:4-D7 3iy^$^;><^;i/) 
7ai— ;i/) yuji>m. 
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T L C : R f 0,66 (n-^=3p1?-> : f^J:5^;i^= 1:1); 
N M R (300 MHz, CDG^) : 6 0.75 (d, J = 6.59 Hz, 6H), 0.84 (d, J = 6.59 Hz, 6H), 
1.58 (m, 2H), 2.11 (dd, J = 14.28, 5.22 Hz, 2H), 2.22 (dd, J = 14.28, 6.06 Hz, 2H), 
5 2.31 (s, 6H), 2.79 (t, J = 735 Hz, 2H), 3.11 (t, J = 7.55 Hz, 2H), 5.12 (s, 2H), 6.25 (s, 
IH), 6.62 (m, IH), 6.76 (m, IH), 6.86 (s, IH), 6.94 (s, 2H), 7.04 (m, IH), 7.34 (d, J = 
7.91 Hz, IH), 7.44 (dd, J = 7.91, 1.65 Hz, IH), 7.57 (d, J = 1.65 Hz, lH)o 

mmme o 5 o) 

10 3- (2- ( (4- (3, 5-^^^;V7ai— ;i/) .^'^—t KDl^^>-4- 
-f;^) >b;w'?^>r;v) -4- (2-iJ'DD-5-7;i/:rD7 3i7=^s/p<5^;i/) 
7 31— ;v) :7'D>'i>^. 




TLC : Rf 0.41 :W^= 1 0 0:100:1); 
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N M R (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
= 7.42 Hz, 2H), 3.03 (t. J = 7.42 Hz, 2H), 3.83 (m, 2H), 3.93 (m, 2H), 5.12 (s, 2H), 
6.47 (s, IH), 6.67 (m, IH), 6.73 (dd, J = 10.03, 2.61 Hz, IH), 6.91 (s, IH), 7.09 (s, 
2H), 7.33 (m, 2H), 7.43 (m, IH), 7.62 (d. J = 1.65 Hz, IH) o 

5 

mm 6 (351) 

3 - (2- ( (4 - (3, 5 -i?^5^;i/7jt^;i/) t KDl^^>-4- 
'f;l/) itjJW^^-i )V) -4- (2-:5'Dn-5 -^^;i/7 3i>':3|F-$^^^;i/) 
;i/) yuj-i>i^ 



10 




TLC:Rf 0.39(n-^=3pi^->:B^ai^;i/:@^^= 1 00:1 00:1); 
NMR (300 MHz, CDCL,) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.33 (s, 3H), 2.46 (dd, J 
= 13.32, 1.51 Hz, 2H), 2.69 (t, J = 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.83 (m, 
2H), 3.92 (m, 2H), 5.12 (s , 2H), 6.46 (s, IH), 6.75 (m, IH), 6.81 (s, IH), 6.90 (s, IH), 
15 7.09 (s, 2H), 7.27 (m, 2H), 7.43 (m, IH), 7.66 (s, IH) o 

mtme (352) 

3- (2- ( (4 - (3, 5 -s^^^;v7i:^;i/) /I— t ^•Dl^^>-4- 
-l';^) *;w'?^'f;i/) -4- (2, 5-$^:i7Dn73^y^->p(5=-;i/) ys^— 
20 ;i/) T'n/iv^ 
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COOH 



TLC:Rf 039{n-^^ir>:WF^^^)^--WFm= 1 0 0:1 00:1); 
N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.14 Hz, 2H), 3.04 (t, J = 7.14 Hz, 2H), 3.83 (t, J = 10.30 Hz, 2H), 3.93 (m, 2H), 
5 5.12 (s, 2H), 6. 46 (s, IH), 6.95 (m, 3H), 7.09 (s, 2H), 7.32 (m, 2H), 7.43 (m, IH), 
7.63(d,J = 1.65Hz,lH)o 

^M^J6 (3 5 3) 

3- (2- ( (4- (3, 5-$^^5=-;v7 3i^;i') h-Dtrvv-4- 
^COOH 



TLC:Rf 0.36(n-^=^t>->':iPm^5=-;V:fi^m=l 0 0:1 0 0:1); 
N M R (300 MHz, CDQ,) : S 2.23 (m. 2H), 2.31 (s, 6H), 2.46 (m, 2H), 2.69 (t, J 
= 7.28 Hz, 2H), 3.02 (t, J = 7.28 Hz, 2H), 3.79 (m, 2H), 3.91 (m, 2H), 5.05 (s, 2H), 
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6.48 (s, IH), 6.90 (s, IH), 6.99 (m, 3H), 7.08 (s, 2H), 7.30 (m, 3H), 7.43 (m, IH), 
7.50 (s, lH)o 

^^J6 (3 5 4) 

5 3- (2- ( (4- (3, 5-i^;><5^;i/7i-;i/) >'^— t KdI^^>-4 - 

-r;v) :^;wt^-r;^) -4- (3 -i5'DD7icy^rS^;><5^;i/) :7a:— ^ 



T L C ; R f 0.35 (n-^^r-y-> : TO^::^;!/ ;II^= 1 0 0:1 0 0:1); 
10 NMR (300MHz,CDa3) : <y 2.24 (m, 2H), 2.32 (s, 6H), 2.48 (d, J = 15.11 Hz, 
2H), 2.71 (t, J = 7.14 Hz, 2H), 3.02 (t, J = 7.14 Hz, 2H), 3.79 (m, 2H) 3.92 (m, 2H), 
5.03 (s, 2H), 6.50 (s, IH), 6.85 (m, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.08 (s, 2H), 7.22 
(m. IH), 730 (d, J = 7.97 Hz, IH), 7.41 (m, IH) 7.47 (s, IH) o 

15 mmm s 055) 

3- (2- ( (4- (3, 5 -5^;»<^;i/:7 3i-;i/) t Kn tT^ >- 4 - 
-f;i/) :i3;W^^-f ;i/) -4- (3 -7;i/:^D7aiy=3!pS/^^;i/) 7in;i/) 




COOH 



449 



wo 03/016254 



PCT/JP02/08120 




COOH 



T L C : R f 0.43 pp7^;VA : ^ ^ 10:1) ; 

N MR (300 MHz, QDCQ : d 2.27 (m, 8H), 2.45 (m, 2H), 2.72 (t, J = 7.28 Hz, 2H), 
3.03 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.04 (s, 2H), 6.48 (s, IH), 6.72 (m, 3H), 6.91 
5 (s, IH), 7.09 (s, 2 H), 7.22 (m, IH), 7.30 (d, J = 8.24 Hz, IH), 7.43 (d, J = 7.97 Hz, 
IH), 7.48 (s, lH)o 

6 (3 5 6) 

3- (2- ( (4- j:3, 5-i^^^;]y-7:c-j],) 7^— t KDtf-^V-4- 
10 'f;V) :t3JW^^^JV) -4- (2, 5-^p<5^;i/7 3iy:^$^^^;i/) 7 air: 



TLC : Rf 0.43 (^^PP7t^;i/A : 10:1) ; 

N MR (300 MHz, CDCI3) : 6 2.26 (s, 6H), 2.28 (no, 2H), 232 (s, 6H), 2.44 (m. 




COOH 
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2H), 2.72 (t, J = 7.35 Hz, 2H), 3.04 (t, J = 735 Hz, 2H), 3.82 (m, 2H) 3.93 (m, 2H), 
5.06 (s, 2H), 6.40 (s, 1 H), 6.73 (m, 2H), 6.91 (s, IH), 7.06 (d, J = 7.69 Hz, IH), 7.09 
(s, 2H), 7,30 (d, J = 7.69 Hz, IH), 7.45 (dd, J = 7.69, 1.65 Hz, IH), 7.56 (d, J = 1.65 
Hz,lH)o 



HfiE^J 6 (3 5 7) 

3- (2- ( (i-^5=-;i/:^;i/7i^:^;i/-4- (3, 5-i^^5^;i/7ai— ;r/) 

i;^ij$;>_4 — f;v) 3b;Wt^-f;i/) -4- (2, 5 -i?7;i/:^D7 ai^* 



TLC : Rf 0.42 (^'DD7i^;^A : 10:1) ; 

NMR (300 MHz, COas) : 6 2.24 (m, 2H), 2.32 (s, 6HX 2.70 (m, 4H), 2.78 (s, 
3H), 3.03 (t, J = 7.14 Hz, 2H), 3.13 (t, J = 11.13 Hz, 2H), 3.68 (m, 2H), 5.07 (s, 2H), 
6.52 (s, IHX 6.63 (m, IH), 6.75 (m, IH), 6.92 (s, IH), 7.03 (m, IH), 7.08 (s, 2H), 
15 7.29 (d, J = 7.97 Hz, IH), 7.41 (d, J = 7.97 Hz, IH), 7.51 (s, lH)o 

flStegiJ 6 (3 5 8) 

3- (2- ( (4- (3, 5 -$^^5^;i/7a^ri;i/) t ffp i^^>_ 4 _ 
-f;i/) *;w'?^>f;p) -4- (2-7;i/:^-n7ai>'^2^^5=-;p) ^i-;!/) 
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TLC : Rf 0.43 (^DOTi^^l/A : yi'^J—)]/=l 0:1); 
N M R (300 MHz, CDCl,) : 6 2.26 (m, 2H), 2.32 (s, 6H), 2.45 (m, 2H), 2.71 (t, J 
5 = 7.14 Hz. 2H) 3.03 (t, J = 7.14 Hz, 2H), 3.82 (m, 4H), 5.13 (s, 2H), 6.48 (s, IH), 
7.02 (m, 7H), 730 (d, J = 7 .69 Hz, IH), 7.44 (d, J = 7.69 Hz, IH), 7.56 (s, lH)o 

^^'6 (3 5 9) 

3- (2- ( (4- (3, 5 7^^— t. l*n tf 4 - 




T L C : R f 0.43 {^uuyt-)VA \ J — ;v= 10:1) ; 

N M R (300 MHz, CDO^) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
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= 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 2H), 3.85 (m, 2H), 3.93 (m, 2H), 5.15 (s, 2H), 
6.45 (s, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.09 (s, 2H), 7.22 (m, IH), 7.30 (d, J = 7.97 
Hz, IH), 7.42 (m. 2H), 7.65 (s, lH)o 

5 IIM^J 6 (3 6 0) 

3- (2- ( (4- (3-ji^J]/y:^—)]/) /I— tHntf^>-4 — r;i/) 
:!b;i/y^^-r;i/) -4- (2, 5-S^7;i/:^n7a^>'=3f-S/;>«f^;i/) ;i/) 




10 TLC : Rf 0.55 (i7DD7l^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCO : 6 2.25 (m, 2H), 2.36 (s, 3H), 2.50 (m, 2H), 2.70 (t, J 
= 7.21 Hz; 2H), 3.01 (t, J = 7.21 Hz, 2H), 3.88 (m, 4H), 5.08 (s, 2H), 6.57 (s, IH), 
6.63 (m, IH), 6.76 (m, IH), 7.05 (m, 2H), 7.27 (m, 4H), 7.42 (dd, J = 8.12, 1.71 Hz, 
IH), 7.52 (d, J = 1.71 Hz, lH)o 

15 

^^J6 (3 6 n 

3- (2- ( (4- ii-73^]y>-l-^JV) KDl^^>-4->r;V) 
*;W^^-f;i/) -4- (2, 5 -S^7;i/:e-D7;c>':3|ri^p<^;i/) 7i-;v) 
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COOH 




.0 



HN 



O 



TLCiRf 0.53 (^Da;^;i/A : 9 : 1) ; 

NMR (300 MHz, CDQj) : 6 2.50 (m, 4H), 2.85 (m, 4H), 3.97 (m, 4H), 5.02 (s, 
2H), 6.64 (m, IH), 6.73 (m, IH), 7.07 (m, 2H), 7.23 (d, J = 7.69 Hz, IH), 7.43 (m, 
5 5H), 7.74 (d, J = 7.42 Hz, IH), 7.80 (d, J = 7.97 Hz, IH), 7.89 (m, IH), 8.42 (m, IH) o 

mmme (3 6 2) 

3- (2 - ( (i-p<^;v-4- (3, s-i^Ti^^i/^ai^;!/) Vf^';s?> 
-4-^;i<') *»;wt^-f;v) -4- (2, 5 -s^:7;v;rP7Jiy^s^pi5^;v) 
10 7 3^— ;v) T'o-'-^^^ 



T L C : R f 0.37 n D : ^ tJ? — ;V : 28%7>^^T7k= 4 0 : 

10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 1.85 (m, 2H), 2.19 (s, 3H), 2.25 (s, 6H), 2.29 (m. 




.COOH 



N 
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2H), 2.46 (m, 4H), 2.65 (m, 2H), 2.89 (t, J = 7.83 Hz, 2H), 5.21 (s, 2H), 6.77 (m, IH), 
6.82 (s, IH), 7.03 (s, 2H), 7.29 (m, 5H), 8.50 (s, lH)o 

^gge (3 6 3) 

5 3- (2- ( ( 1 - 4 - (3, 5-i^^5^;i/7iri;i/) t:^us» 

-4— f;!/) *;wt^-<;i/) -4- (2, 5 -5^7;i/:^n7aiy 
7 yti/-\>m 




TLC : Rf 0.39 (^DD7iN;i/i:, : ^^y— ;i/= 5 : 1) ; 
10 N M R (300 MHz, CD3OH) : 6 1.29 (t, J = 7.28 Hz, 3HX 2.20 (m, 2H), 231 (s, 6H), 
2.62 (t, J = 7.14 Hz, 2H), 2.85 (m, 2H), 2.98 (t, J = 7.14 Hz, 2H), 3.03 (m, 4H), 3.34 
(m, 2H), 5.12 (s, 2H), 6.63 (no, IH), 6.92 (s, IH), 6.96 (m, IH), 7.08 (m, IH), 7.14 (s, 
2H), 7.40 (m, 3H)o 

15 m&m^ (3 6 4) 

2- (2- ( (3-^5^;i/-l- (3, 5-i;p<5^;i/7jc— ;i/) ::^5^;i/) 3b 
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COOH 




TLC : Rf 0.42 i^vV^)VJ^ : 10:1) ; 

N M R (300 MHz, CDCI3) : S 0.95 (d, J = 6.32 Hz, 6H), 1.63 (m, 2H), 1.84 (m, 
IH), 2.28 (s, 6H). 4.73 (s, 2H). 5.03 (s, 2H), 5.19 (m, IH), 6.85 (d, J = 8.70 Hz, IH), 
5 6.87 (s, IH), 6.98 (s. 2H) 7.02 (dd, J = 8.70, 3.02 Hz, IH), 735 (m, 5H), 7.57 (d, J = 
3.02 Hz, IH), 7.94 (d, J = 8.52 Hz, lH)o 



■mm^ (3 6 5) 

2- (2- ( (3-^^;i/-l- (3, 5-s?^5^;v7 3i-;i/) :;^5^;i/) * 
10 y\/n=^^)V) -4- (2-tJ7nn-6-7;v:^n^>i?;v:t=3p2^) ^^y^^ 
$/) 

.COOH 




TLC : Rf 0.42 (^DD5}^;VA : ^^y— ;V= 10:1) ; 

N M R (300 W&L, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 6H), 1.66 (m, 2H), 1.84 (m. 
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IH), 2.30 (s, 6H), 4.76 (s, 2H), 5.16 (s, 2H), 5.20 (m, IH), 7.01 (m. 6H), 7.28 (m, 
2H), 7.49 (d, J = 3.02 Hz, IH) 7.54 (d, J = 7.97 Hz, lH)o 



5 4- (t-:ri-^$/*;i/7r?:::i;ix) - 2 h ain;i/3— }« 



4-7^^^-3-11 KD:^$^^a#^^ ^JV:r.y^^j],co>i^t> \)iz4-^JV 

TLC : Rf 0.50 : f^^3:^5^;V= 9 : 1) o 

4- [4- (t-:rh^i/':i7;i/!i?n;u) - 2 h D7ai-;i/] ::/i^>^pt 

15 



M«fi3i?&5l€ (M'l4-fbb:fe:<fo©. I9.6g) ©t' h^t l<n:7^> (10 0ml) 
M^?g{c:. t^':fn^:3^^> (o.iml) ^in^. S^^jl^Lfco entile: h U 
^ 5^;!/^- U Jl^u^^ h' (o.im 1 ) ^m^. ^ e> 5 
20 T-??4-3— K::^t^>^p<5^;i/(45.6g)cD7^h^t Kn^^Xl o 0ml) 
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^mmB^^^^itih-^ (34.9g) h^t h*D:7^> ( i o 0 
ml) ?§?KK:-m^b (1, {t^yz^-)Vit^7.y^ J) 

5 (n) (2^g) *Un;ifco z.(omwmc±M'r^W^\y1tm&4:- 

g_|c:/>$7>^^^;i/©^h-7t |«D7-7>^ (2 0 Ommo 1*1^) % 
^M-C- 1 5^9-^*^{t-C?iSTb:feo 0^^. 6 0°CT!3 0^ 

A^p-Th^^^^^- : @^m^5^>'l'= 9 : 1-^4 : 1) T-)»SSb 

-C> OT®i^'l4fii5&*-rS<^M'fb-^-^ (24.47 g) >g:f#feo 
TLC : RfO.24 : f^^j^5^;i/= 9 : 1) o 

15 ^mi 1 

.0CH3 



Or-^bfc'fb^^ (24.4g) ©T-V-;V (3 8ml) 
h U 7 ;V:*-n@^m (29ml) <£iQ^. ^S-^^fe 6 0 "CT* 1 ^F^m# bfeo 

— Nd^i?->J:D:g3iS^bT:s J-:;T©i^4^<it^*-rs^^<b'^^ (l6.72g) * 
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TLC : Rf 0.31 i^^V-> : i^^J^5^;i/= 1 : 1) o 



##^J1 i-rMjiiu;fe'fb#i^ (15.58 g) > hU3i^;i/:p^> (io.6mi) 
©T^b^t h'n7^> (6 0ml) ^^^T^Tx ^nn^^ai^;!/ (6.2 

^•>l^:^h U-i^A (11.1 g) CD7jc (6 0ml) ^»^^TT-flSTUTx 
^;i/=2 : : 1) T•)»®IUT^ &.T<Dm&.m^mir^mm4t^ (12.26 

S) ^#feo 

TLC : Rf 0.46 (^^V> : Bfm^5^;i'= 1 : 1) o 
##^J1 3 

4- [4- (t -:/5=-;i/i^^5=-;V$^«;;i/;r:J|r$^^5^;i/) -2-— hDy'ai— 
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mmi2'timm\^iti\j^ (4.078g) ^^v^^^^^j-^^ umss) o 

N, N-i^^^;V't^>'VAr^ H (2 0inl) mWUz. :»^frTT? t 

h* (2.664g) ^g-€rtJ*^ST*^^mJf bfco H 

/^&®'a^t^7Jc:£^Q^^ -xift^>T•^ftffib;feo :t^^7j<T'^5fe#U 
^i^^e^'i^A-C^SJii^^^Si^l-ts }>XT(Dmmm^mir?>Wmi}^^ (6.02&) 

T L C : R f 0.69 i^^V-> : 8^^^!^;^= 3 : 1 ) o 



10 mmmi4 




aT-^^gbfe-fb-^ (6.02g) 0^^y-;V (3 Oml) 
10%>'l^i^'>Aj^ (4 2 0mg) ?&Sn:^. ^k^^H^T^ST* 1 

>fb-^ (5.43 g) ^#fco 

TLC : Rf 0.38 (^^-tJ-^ : B^^3^^;V= 4 : 1) o 



20 1 5 
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4- [4- (t-:r5^;i/s^^5=-;i/$^g;i/:t^rs>'p<5^;i/) -2- [i- (i- 




•rjv:=t>mm^T. 0^mi 4l!Mmhft^^ (5.43 g) :feJ:tFirUi^> 
5 (2.60ml) (Dmb:<'f-U> (2 0ml) ^IZ^ 7K?^TT?a-^^;V- 1 - 
:^75^;^g^m^^^-r K (3.52 g) (Dimb^^}y> (1 0ml) ^^?STU 

10 ^h-^^ntzo 

T L C : R f 039 i^^V-> : WfM^^)\/= 4 : 1) o 



4- (2- ( (2- (:^7^ix>-l — f;i/) yu/^yf^;)/) T^y') -4 
15 -t l*D:^$/p<^;i/:7 3;r^;i/) :r^5'>^p<^;i/j:>^5^;w 



mm 7 
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##^J1 5T-SljiiLfc'fb-^®7^b^t KD7^> (30ml) mmi^'r- 
Y^y'=f-)\^Ty'^-t?J^y)^y^'^^ K (24inl) *in;ls U-^^MW^ 

5 mmit-^ (5.02 g) ^mtdo 

T L C : R f 0.27 : mM3^^)V= 1 : 1 ) o 

mmmn (a) 

4- (2- (1- (1-:^75^;W) 3b;i/3i?-;VT^y'-4-t h*D 

10 >^^>^^5=-;vj^>^7=^;v 



S-eSBiblfe'fb-^O^^h^t KD7^> (3 0ml) 

mm^^ (5.02 g) ^ntdo 

T L C : R f 0.27 (^^^> : B*^^^;V= 1 : 1 ) o 
^^^J7 (b) 

20 4- (2- ( (2- (rh^^S' V>- 1— <;!/) :7-D/V>r;W) T5..^) -4 
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T L C : R f 0.47 : B^^3i5^;i/= 2 : 1 ) „ 

^^J7 (b-1) 

2- (2- ( (4-^^;v-2- — f ;]/) ^l^if J ^ )]/) 




TLC : Rf 0.52 (n— s=3p-y-> : S^m:i^g^;i/= 3 : 1) o 



mmmi (b-2) 
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2- (2- ( (2- (4-7;i/:^D:)-7^S^V>-l-'f;i/) 7'D/i>''f;V) 




TLC : Rf 0.56 (n .d^-y-^ : B^3i5^;V= 2 : 1) o 

4- (2- ( (2- v^-i-W";!/) tk^^) -4 




10 ^^j7 (b) -^gi5gbfe'fb-^:}3a:tJ^^i-^'fli'^*^^^'^- 
T L C : R f 0.45 (B^^^J^) I 

NMR (300MHz,DMSO-d«) : 6 1^08 (br,lH),9.58 (s,lH),832 (d,J = 8.1 
Hz, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 (bs, IH), 
15 7.16 (m, 2H), 6.88 (d, J = 9.0 Hz, 2H), 6.81 (d, J = 9.0 Hz, 2H), 4.94 (s. 2H). 4.71 
(q, J = 6,9 Hz, IH). 3.91 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H). 
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1.60 (d, J = 6.9 Hz, 3H), 1-56 (m, 2H), 1.27 (t, J = 6.9 Hz, 3H)o 

mmm8 (i) ^mmms (i3 6) 
mmm7 (b-i). 7 (b-2) TSiatbfc^-^*:fe:ttffi^"rs<b-& 

mmms (i) 

(2E) -3- (2- ( (2- (:>-7^ly>-2-'f;i/) :r-fe^;i/) IF^y) 
-4- (tr^y— ^iz-l-'f :72c -2-:7'n'^>^ 



10 




TLC : Rf 0.42 (i^OD5f;;i/A : ^^^—Jl^=9 : 1) ; 
N M R (300 MHz, DMSO-d«) : 6 10.12 (bs, IH), 7.94-7.70 (m, 7H), 7.57-7,41 (m, 
4H), 7.24 (s, IH), 7.02 (d, J = 8.1 Hz, IH), 6.46 (d, J = 16 Hz, IH), 6.25 (t, J = 2.0 
Hz, IH), 5,32 (s, 2H), 3.85 (s, 2H)o 

f^^JS (2) 

2- (2- ( (4-^5^;i'-2- 1 ->r;W 
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COOH 

f 

H Ti 



TLC : Rf 0.50 i^^UOMJ^ : ^^y-;V= 10:1) ; 
NMR (300 MHz, DMSO-d.) : 6 9.62 (s. IH). 8.32 (d, J = 8.4 Hz. IH). 7.91 (d, J 
= 8.1 Hz, IH), 7.78 (d, J = 8.7 Hz, IH), 7.75 (m, IH), 7.65-7.39 (m, 4H). 7.34 (s, IH), 
5 7.23 (m, 2H), 7.00 (d, J = 8.1 Hz. IH), 6.88 (d, J = 7.8 Hz, IH), 6.79 (m, IH), 5.12 (t, 
J = 5.7 Hz, IH), 4.60 (m. IH), 4.41 (d, J = 5.4 Hz. IH). 4.30 (d, J = 16.2 Hz. IH), 
4.18 (d, J = 16.2 Hz. IH). 1S3 (m, IH), 1.47 (m. 2H), 0.92 (d, J = 63 Hz. 3H), 0.80 
(d, J = 6.3Hz,3H)<, 

10 mmms (3) 




TLC : Rf 0.62 {^^'^y.'m^^'^)^= 1:2); 
15 NMR (300 MHz. DMSO-d.) : 6 8.15 (s, IH). 8.10-7.98 (m, 2H). 7.83 (m IH), 
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7.67 (m, IH), 7.60-7.41 (m, 3H), 1. 2,2-1. (m, 3H), 7.17-6.96 (m, 3HX 6.81 (d, J = 
7.2 Hz; IH), 4.37 (t, J = 7.5 Hz, IH), 4.08 (d, J = 16.2 Hz, IH), 3.80 (d, J = 16.2 Hz, 
IH), 3.18 (s, 3H), 2.14 (m. IH), 1.73 (m, IH), 1.59 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 
0.89(d,J=6.6Hz,3H)o 

^^08 (4) 

2- (2- ( (4-p<^;i/-2- (:^7^^>-l — r;p) ^ViS'y'f;!/) 



TLC : Rf 0.54 (^'DDTjx^i/A : ^.J'y— ;i/=8 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.85 (s, IH), 9.67 (bs, IH), 8.32 (d, J = 8.4 Hz, 
IH), 7.91 (d, J = 7.8 Hz, IH), 7.78 (d, J = 8.1 Hz, IH), 7.73 (m, IH), 7.64-7.35 (m, 
6H), 7.28-7.15 (m, 2H), 6.86 (d, J = 8.4 Hz, IH). 6.78 (m, IH), 4.60 (m, IH), 4.26 (d, 
J = 16.5 Hz, IH), 4.13 (d, J = 16.5 Hz, IH), 1.97 (s, 3H), 1.92 (m, IH), 1.52-1.36 (m, 
2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 (d, J = 63 Hz, 3H)o 

^^J8 (5) 

2- (2- ( (4-p<5^;i/-2- 1 — f;!/) ^^^J'y' 
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TLC : Rf 0.54 (^DD3r;;vA : ^^y— ;V=8 : 1) ; 
N M R (300 MHz, CDCI3) : <5 8.05 (d, J = 8.1 Hz, IH), 7.97 (bs, 2H), 7.82 (d, J = 
7.5 Hz, IH), 7.68 (d, J = 7.5 Hz, IH), 7.63 (d, J = 7.8 Hz, IH). 7.55-7.40 (m, 2H), 
5 7.35-7.21 (in,3H), 7.15 (in,lH), 7.08-6.96 (m, 2H), 6.83 (d, J = 8.1 Hz, IH), 6.64 (s, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.02 (d, J = 16.5 Hz, IH), 3.78 (d, J = 16.5 Hz, IH), 
2.99 (s, 3H), 2.15 (m, IH), 1.75 (m, IH). 1.60 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 0.89 
(d, J = 6.6 Hz, 3H)o 

10 mmms (6) 

3P^y) _4_ (N-^$^;i'-N-^5^;i/T^>') 



TLC : Rf 0.59 (^Dn7^;i/A : ;i/=8 : 1) ; 

15 N M R (300 MHz, CDCI3) :6 8.20 (d, J = 2.1 Hz, IH), 8.07 (m, IH), 8.04 (m, IH), 




468 



wo 03/016254 



PCT/JP02/08120 



7.84 (m, IH), 7.69 (d, J = 6.9 Hz, IH), 7.59 (d, J = 7.5 Hz, IH), 7.55-7.44 (m, 2H), 
7.34-7.23 (m, 3H), 7.18-7.10 (m, 2H), 7.05 (d, J = 8.4 Hz, IH), 6.87 (d, J = 7.8 Hz, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.06 (d, J = 16.5 Hz, IH), 3.80 (d, J = 16.5 Hz, IH), 
332 (m, 3H), 2.89 (s, 3H), 2.15 (m, IH), 1.76 (m, IH), 1.61 (m, IH), 0.97 (d, J = 6.6 
5 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H)o 

^^J8 (7) 

2- (2- ( (4-^5^;i/-2- 1 — f ;i/) 



TLC : Rf 0.49 (^uuviKjVA : 10:1) ; 

NMR (300 MHz, CDQa) : d 8.05 (m, IH), 7.99 (s, IH), 7.91 (s, IH), 7.80 (m, 
IH), 7.66 (d, J = 7.8 Hz, IH), 7.58 (m, 2H), 7.49-7.38 (m, 3H), 7.34-7.07 (m, 4H), 
6.82 (d, J = 7.5 Hz, IH), 6.77 (d, J = 7.5 Hz, IH), 6.63 (d, J = 8.1 Hz, IH), 6.29 (s, 
15 IH), 5.23 (s, 2H), 4.33 (m, IH), 3.86 (d, J = 16.8 Hz, IH), 3.69 (d, J = 16.8 Hz, IH), 
2.12 (m, IH), 1.69 (m, IH), 1.56 (m, IH), 0.93 (d, J = 63 Hz, 3H), 0.86 (d, J = 6.3 
Hz,3H)o 

^^J8 (8) 

20 2- (2- ( (4-p<5^;i/-2- (:^7^S7^>- 1 -^;i/) ^^^^J-i)},) 



10 
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H3C0. 




TLC : Rf 0.52 (^UU^^JVA : 10:1) ; 

N MR (300 MHz, CDQa) : 6 8.08 (bs, IH), 8.05 (d, J = 7.8 Hz, IH), 7.81 (m, IH), 
5 7.72 (m, IH), 7.74-7^8 (m, 2H), 7.46 (m, 2H), 732-7.08 (m, 4H), 7.03 (m, 2H), 6.80 
(d, J = 7.8 Hz, IH), 4.43 (s, 2H), 4.34 (t, J = 7.5 Hz, IH), 4.07 (d, J = 16.5 Hz, IH), 
3.84 (d, J = 16.5 Hz, IH), 3.39 (s, 3H), 2.16 (m, IH), 1.72 (m, IH), 1.61(m, IH), 
0.96 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

10 mmms o) 

4- (2- ( (2- (:^7^5'lx>- i-^;v) :?'n7iy -Y;i/) T'^y) -4 

r^cooH 



T L C : R f 0.45 (®^^ai^;V) ; 
15 NM R (300 MHz, CD3OD) : 6 8.30-8.25 (m, IH), 7.92-7.87 (m, IH), 7.81 (t, J = 
8.1 Hz, IH), 7.67-7.44 (m, 4H), 7.33 (s, IH). 7.13-7.08 (m, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 4.53 (s, 2H), 2.34-2.27 (m, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.73 (d, J = 7.2 Hz, 
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3H), 1.55-1.44 (m, 2H)o 

4- (2- ( (2- i±'7'$^\y>-l—()]/) Tunj^yV) -4 




T L C : R f 0.40 (^^-y-V : Wlk^^)^= 1:2) ; 
NMR (300 MHz, CDCI3) : 6 8.14 (d, J = 7.5 Hz, IH), 7.93-7.84 (m, 3H), 7.63 (d, 
J = 6.6 Hz, IH), 7.58-7.50 (m. 3H), 7.12 (s, IH), 7.02-6.95 (m, 2H), 4.57 (q, J = 6.9 
10 Hz, IH), 439 (s, 2H), 3.36 (s, 3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.30- 
1.20 (m, 2H)o 

4- (2- ( (2- 1— f;i/) rny-ty >r;i/) T'^y') -4 




T L C : R f 0.55 : I^a:5^;i/= 1:2) ; 

N MR (300 MHz; CDCI3) : 6 8.14 (d, J = 8.1 Hz, IH), 7.98 (s, IH), 7.93-7.84 (m. 
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2H), 7.63 (d, J = 6.6 Hz, IH), 7.58-7.50 (m, 3H), 7.30-7.24 (m, 2H), 7.13-7.09 (m, 
2H), 7.01-6.92 (m, 4H), 4.99 (s, 2H), 4.57 (q, J = 7.2 Hz,'lH), 1.95-1.90 (m, 4H), 
1.84 (d, J = 7.2 Hz, 3H), 1.30-1.20 (m, 2H)o 

5 ^^J8 (12) 

2- (2- ( (4-^5=-;V-2- 1 -^;^) 



TLC : Rf 0.47 C:J7nD*f;i/A : ^^^y— ;i/= 10:1) ; 
10 N M R (300 MHz, DMSO-ds) : 6 9.72 (bs, IH), 8.32 (m, IH), 7.91 (d, J = 7.8 Hz, 
IH), 7.79-7.74 (m, 2H), 7.63-7.39 (m, 5H), 7.30-7.20 (m, 2H), 7.08 (dd, J = 7.8, 1.8 
Hz, IH), 6.91 (d, J = 7.8 Hz, IH), 6.80 (m, IH), 4.63 (dd, J = 8.7, 4.8 Hz, IH), 4.40 
(s, 2H), 432 (d, J = 16.2 Hz, IH), 4.19 (d, J = 16.2 Hz, IH), 2.87 (s, 3H), 1.91 (m, 
IH), 1.56-1.36 (m, 2H), 0.92 (d, J = 6.3 Hz, IH), 0.80 (d, J = 6.3 Hz, lH)o 



mmm8 (i3) 

4_ (2- ( (2- (:^7^v>-l — f;v) 7°D/iy-f;i/) T^y) -4 




15 
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T L C : R f 0.35 (•^^•y-> : H^3^5^;i/= 1:1); 
NMR (300 MHz, DMSO-d,) :6 12,03 (s, IH), 9.45 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 
5 7.24 (d, J = 1.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 7.04 (dd, J = 7.8, 1.8 Hz, IH), 4.69 
(q, J = 6.9 Hz, IH), 3.61 (s, 2H), 2.40 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.92 (s, 3H), 
1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 

mmms ( 1 4) 

10 4- (2- ( (2- {±Z7^ 1 — (jv) yaj^y^)]/) rp^y) -4 




TLC : Rf 0.63 (^PD;tt.>VA : p^iS^y— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 12.03 (s, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
15 IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7.47 (m, 4H), 
7.26 (s, IH), 7.16 (d, J = 7.8 Hz, IH), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 6.9 
Hz, IH), 4.05 (d, J = 12.6 Hz; IH), 3.85 (d, J = 12.6 Hz, IH), 2.45 (s, 3H), 2.42 (m. 
2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 135 (m, 2H)o 

473 



wo 03/016254 



PCT/JP02/08120 



mmms (i 5) 

4- (2- ( (2- l—T^V) rD>'1>''f;V) r^y') -4 



5 T L C : R f 0.51 (i^lKai^^;!/) ; 

NMR (300MHz,DMSO-d.) : d 12.04 (s, IH), 9.55 (s, IH). 831 (d, J = 8.1 Hz. 

IH), 7.95 (m, IH). 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7.47 (m, 4H). 7.35 (d, J = 1.2 Hz. 

IH), 7.19 (d, J = 7.8 Hz, IH), 7.14 (dd, J = 7.8, 1.2 Hz, IH), 4.71 (q, J = 6.9 Hz. IH), 

4.40 (s. 2H), 2.87 (s, 3H), 2.42 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d. J = 6.9 Hz, 

10 3H),1.57(m,2H)o 

mmms (16) 

4- (2- ( (2- 7°D^iy-Y;V) T^^) -4 

-r^>';^5^^v:7ai— ;v) r^>® 



T L C : R f 0.10 D D:itc;i/A : i^ 5:1) ; 

NMR (300 MHz, DMSO-d,) :<y 8.39 (d, J = 9.1 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 

7.82 (d, J = 7.2 Hz, IH). 7.63-7.47 (m, 4H), 7.45 (brs, IH). 7.14 (s, 2H), 4.84 (q, J = 




15 
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6.9 Hz. IH), 3.80 (s, 2H), 2.59-2.42 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.62-1.56 (m, 2H)o 

^^i8 (1 7) 

4- (2- ( (2- (rJ-^iJ'L/V- 1 — ya^^y^^ju) T^yf) -4 



T L C : R f 0.59 D D3^;i/A '. J — ;i/= 5:1) ; 

N MR (300 MHz, DMSO-d.) : 6 9.46 (brs, IH), 8.34-8.25 (m, 2H), 7.94 (d, J = 8.1 
Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.16 (brs, IH), 7.09 (d, J = 7.8 
Hz, IH), 6.98 (d, J = 8.1 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 4.15 (d, J = 5.7 Hz, 2H), 
2.44-2.35 (m, 2H), 2.00 (1, J = 7.2 Hz. 2H), 1.82 (s, 3H), 1.59 (d, J = 6.6 Hz, 3H). 
1.56-1.48 (m, 2H)o 

4- (2- ( (2- — r;w) rn^^iy-r;!/) T^y) -4 
-p<i^;i/7'^>'^5=-;i/7ac-;i/) ^^^^^ 
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TLC : Rf 0.53 (^DD7n;i/A : pi^J'y'— ;V=9 : 1) ; 
N M R (300 MHz, CDCQ : 6 9.51 (s, IH), 8.32 (d, J = 8.1 Hz, IH), 7.95 (d, J = 
7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.48 (m, 5H), 7.28 (brs, IH), 7.14 (d, J = 
7.5 Hz, IH), 7.08 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 7.2 Hz, IH), 4.06 (d, J = 6.3 
5 Hz, 2H), 2.81 (s, 3H), 2.45-2.37 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.61-1.50 (in,2H)o 

mmms (i9) 

4- (2- ( (2- (:^7i5?l^>- 1— 7*D/1^^;i/) T'^y) -4 

10 - (N-^$/;i/-N->?5^;i/7'^>';><^;i/) 7 3i-;i/) :r^>^ 

r^cooH 



TLC : Rf 0.58 {^^uu^JVA : ;i/= 9:1); 

NMR (300 MHz, CDCI3) : 6 8.13 (d, J = 8.7 Hz, IH), 7.93-7.85 (m, 3H), 7.63 (d, 
J = 6.3 Hz, IH), 7.59-7.49 (m, 3H), 7.17 (brs, IH), 7.05 (dd, J = 8.1, 1.5 Bz, IH), 
15 6.99 (d, J = 8.1 Hz, IH), 4.57 (q, J = 7.5 Hz, IHX 4.25 (s, 2H), 2.83 (s, 3H), 2.76 (s, 
3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.31-1.22 (m, 2H)o 

^^J8 (2 0) 

4- (2- ( (2- (:^7i$'^>-l— r;i/) ytu^y^jv) T^y) -4 
20 -^>\/'f;i/T^y'7 3ir:;i/) yifym 




476 



wo 03/016254 



PCT/JP02/08120 



COOH 




T L C : R f 0.65 (mm^^^-J]/) ; 

NMR (300MHz,DMSO-d,) : d 12.03 (s, IH), 10.18 (s, IH), 9.53 (s, IH). 8.33 
(d, J = 8.7 Hz, IH), 7.96-7.91 (m, 3H), 7,84 (d, J = 8.1 Hz, IH), 7.72 (d, J = 2.4 Hz, 
5 IH), 7.61-7.47 (m, 8H), 7.13 (d, J = 8.4 Hz, IH), 4.71 (q, J = 7.2 Hz. IH), 2.44-238 
(m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.62-1.55 (m, 5H)o 



8 (21) 



4- (2- ( (2- (r^^iS'l^V- l->r;v) :rD>rt>^.f ;i^) 7^^) -4 
10 ^ ^a:::!;!/) iTiS^^^ 



COOH 




T L C : R f 0.65 (mm^^Ji') ; 

NMR (300 MHz. CDCI3) : ^ 8.11-8.07 (m, IH), 7.92-7.76 (m, 4H), 7.66 (s, IH), 
7.59-7.47 (m. 5H), 7.42-7.37 (m, 2H), 7.16 (s. IH), 6.99 (s, IH), 6.92 (dd, J = 8.1, 
15 2.1 Hz, IH), 6.84 (d, J = 8.4 Hz. IH), 4.56 (q, J = 7.2 Hz, IH), 1.91-1.78 (m. 7H), 
1.23-1.12 (m, 2H)o 



8 (22) 



4- (2- ( (4-p?5^;i/-2- (i-y^U>-l-^;\,) j ^ 
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TLC : Rf 0.53 {^^UU•^)]/2x : :^^J'-))/= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 9.57 (s, IH), 8.39 (d, J = 8.1 Hz, IH), 7.93 (d, J 
5 = 7.8 Hz. IH), 7.81 (d, J = 8.1 Hz, IH), 7.66 (d, J = 7.2 Hz, IH), 7.63-7.44 (m. 3H), 
733-7.13 (m, 5H), 6.98-6.87 (m, 3H), 5.00 (s, 2H), 4.67 (m, IH), 2.45-2.33 (m, 2H), 
2.12 (m, IH), 1.98-1.89 (m, 2H), 1.66-1.43 (m, 4H), 1.05 (d, J = 6.3 Hz, 3H), 0.91 (d. 
J = 6.3Hz,3H)o 

10 ^#18 (2 3) 

4- (2- ( (2- (rh^^S'V^-l— f;V) 7"D7iy-f;V) T^^) -4 

r^cooH 



T L C : R f 0.35 (@^^3D5=-;v) ; 

15 NMR (300 MHz, DMSO-d^) : 6 12.02 (s, IH), 9.47 (s, IH), 8.29 (d, J = 8.1 Hz, 
IH), 7.94 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.73 (dd, J = 6.6, 2.1 Hz, IH), 
7.60-7.46 (m, 4H), 7.42-734 (m. IH), 7.23 (d, J = 1.8 Hz, IH), 7.12 (d, J = 8.1 Hz, 
IH). 7.02 (dd, J = 8.1, 1.8 Hz, IH), 6.38 (d, J = 9.0 Hz, IH), 6.20 (dt, J - 1.5, 6.6 Hz, 
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IH), 5.01 (s, 2H), 4.69-4.64 (m, IH), 2.40-2.35 (m, 2H), 1,99 (t, J = 7.5 Hz, 2H), 
1.59-1.50 (m, 5H)o 

(24) 

4- (2- ( (2- (:^:7^v>- rD/^y^;v) -4 

r^COOH 



T L C : R f 0.60 ; 

N M R (300 MHz, DMSO-dc) : ^ 12.04 (s, IH), 9.52 (s, IH), 8.32-8.29 (m, 2HX 
8.15 (d, J = 4.5 Hz, IH). 7.95 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz. IH), 
7.61-7.40 (m, 6H), 7.31 (dd, J = 8.1, 43 Hz, IH), 7.19 (s, 2H), 5.10 (s, 2H), 4.70 (q, 
J = 7.2Hz, IH). 2.44-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.61-1.51 (m, 5H)o 

^^J8 (2 5) 

4- (2- ( (2- (:^7^>>- l-^;i/) rp.'^y-f;!/) 7^^) -4 





T L C : R f 0.50 (-\:^^t^> : i^^3^5^;i/= 1:2); 
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N M R (300 MHz, DMSO-d.) : 6 12.00 (br s. IH), 9.46 (s, IH), 8.30 (d, J = 8.4 Hz, 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.32-7.23 
(m, 5H). 7.17-7.12 (m, IH), 7.08 (s, 2H), 4.68 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.41- 
236 (m. 2H), 2.00 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.56-1.51 (m, 2H)o 



^fflJ8 (2 6) 

4- (2- ( (2- (:^7^5' V>- ytJ/^^-iJV) T^^) -4 

r^cooH 



10 T L C : R f 0.50 : mm^^f^= 1:2); 

N M R (300 MHz, DMSO-dj) : 6 12.02 (s, IH), 9.44 (s, IH), 8.29 (d, J = 7.8 Hz. 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.58-7.46 (m, 4H), 7.28 (s, IH), 
7.09 (s, 2H), 7.03-6.97 (m, 2H), 6.53-6.45 (m, 3H), 6.17 (t, J = 6.0 Hz, IH), 4.67 (q, 
J = 7.2 Hz, IH), 4.16 (d, J = 6.0 Hz, 2H), 2.40-235 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 

15 1.60-1.50 (m,5H)o 

mmma (27) 

4- (2- ( (2- (:^7<$^V>- 1— f ;V) 7*D>'iy>r;i/) T^^) -4 



5 
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II 




T L C : R f 0.40 (WfM^^^JI/) ; 

NMR (300MHz,DMSO-d4) :6 12.03 (s, IH), 930 (s, IH), 8.31 (d, J = 8.4 Hz, 
IH), 7.97-7.94 (m, IH), 7.84 (d, J = 7.8 Hz, IH), 7.60-7.46 (m, 9H), 7.14-7.13 (m, 
5 IH), 7.06 (d, J = 7.8 Hz, IH), 6.86-6.83 (m, IH), 4.69 (q, J = 6.9 Hz, IH), 4.20-4.15 
(m, IH), 3.98-3.92 (m, IH), 2.43-2.39 (m, 2H), 2.03-1.98 (m, 2H), 1.60-1.52 (m, 5H) o 

Hfti^JS (2 8) 

4- (2- ( (2- 1 — f;i/) T'Dy'ty'-i';!/) r^y) -4 

r^cooH 



T L C : R f 0.60 (B^^:n5=-;V) ; 

NMR (300 MHz, DMSO-d.) :d 12.03 (s, IH), 9.50 (s, IH), 830 (d, J = 8.4 Hz; 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.84 (d, J = 7.5 Hz, IH), 7.73-7.48 (m, 9H), 7.15 (s, 
15 IH), 7.07 (d, J = 8.1 Hz, IH), 6.88 (dd, J = 7.8, 1.5 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 
4.58 (s, 2H), 2.42-2.38 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 1.60-1.51 (m, 5H)o 

m i ^mS (2 9) 

4- (2- ( (2- (:^7^i/>- i-'f;!/) ro/'^y-r;!/) r^y') -4 
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T L C : R f 0.13 : m^^'^)^^^ 2:1) ; 

N MR (300 MHz, DMSO-ds) : ^ 9.39 (brs, IH), 8.29 (d, J = 8.7 Hz, IH), 7.94 (d, 
5 J = 7.8 Hz, IH), 7.83 (d. J = 7.5 Hz, IH), 7.62-7.46 (m, 4H). 7.43-7.28 (m. 5H), 
7.06-7.03 (m, 2H), 6.77 (dd, J = 8.4. 2.4 Hz, IH), 5.01 (s, 2H), 4.70 (q, J = 7.2 Hz, 
IH), 2.36 (m, 2H). 2.01 (t. J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H), 1.56-1.45 (m, 
2H). 

10 ^^J8 (3 0) 

4- (2- ( (2- v>- 1— f;v) :7'ci/t>'>r;i/) tk^) -4 
;^) 




T L C : R f 0.15 (-^^-^-^ : @im^5=-;V= 2:1); 
15 N M R (300 MHz, DMSO-dfi) : 6 9.44 (brs, IH), 8.26 (brd, J = 8.1 Hz, IH), 7.93 
(m, IH), 7.82 (brd, J = 7.5 Hz, IH), 7.59-7.45 (m, 4H), 7.40-7.32 (m, 2H), 7.15 (d, J 
= 8.4 Hz, IH), 7.13-7.08 (m, 2H), 6.98-6.95 (m, 2H), 6.76 (dd. J = 8.4, 2.7 Hz, IH), 
4.69 (q, J = 6.9 Hz, IH), 2.45-2.40 (m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.60-1.52 (m. 
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2H), 1.57 (d, J = 6.9 Hz, 3H)o 
^^J8 (3 1) 

3- (2- ( (4-^^;i/-2- (:^7^v>- 1— r;i/) ^v^s^y-f;!/) 
5 T^y) yia^i>Wt 



TLC : Rf 0.54 (tJ'DPT^^l/A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.20 (d, J = 8.4 Hz, IH), 7.88-7.70 (m, 4H), 7.63 (d, 
J = 6.9 Hz, IH), 7.56-7.40 (m, 3H), 730-7.20 (m, 2H), 7.13 (m, IH), 7.03 (d, J = 7.5 
10 Hz, IH), 6.97-6.87 (m, 3H), 4.96 (s, 2H), 4.49 (t, J = 7.4 Hz, IH), 2.41-2.14 (m, 5H), 
2.01 (m. IH), 1.70 (m, IH), 1.00 (d, J = 6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz; 3H) o 

^^J8 (3 2) 

4- (2- ( (4-^^;V-2- (3^7^l/>- 1— f;i/) ^^^^y-f;!/) 
15 -4- (tf^v^— — f;i/p«^;i') 7 3i^;v) ':fS^>m 
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TLC : Rf 0.36 (^DD>^;i/A : J—y\f- 10:1) ; 
N M R (300 MHz, CDCI3) : S 8.21 (d, J = 7.2 Hz, IH). 7.90 (m, 2H), 7.82 (d, J = 
7.8 Hz, IH), 7.64 (d, J = 7.2 Hz, IH), 7.58-7.40 (m, 5H), 6.92 (d, J = 8.1 Hz, IH), 
6.78 (d, J = 7.8 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.55 (t, J = 7.2 Hz, 
5 IH), 2.30 (m, 2H), 2.05-1.80 (m, 3H), 1.68 (m, 2H), 1.28 (m, 2H), 1.01 (d, J = 6.6 
Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

^^18 (3 3) 

4- (2- ( (2- (:^7a^l/>- i-^;v) 7'n7W>r;v) r^y) -4 




T L C : R f 0.29 (^^IfV : @^m^^;V= 1:1); 
NMR (300 MHz, DMSO-d«) : 6 12.05 (s, IH), 9.54 (s, IH), 8.33 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.64 - 7.37 (m, lOH), 7.33 (m, IH), 7.25 
15 (d, J = 8.1 Hz, IH), 4.73 (q, J = 6.9 Hz, IH), 2.45 (m, 2H), 2.05 (t, J = 7.2 Hz, 2H), 
1.62 (d, J = 6.9 Hz, 3H), 1.60 (m. 2H)o 

^^J8 (3 4) 

4- (2- ( (2- (:?-7^ V>- 1— f>'^) rD;iy'f;V) T^y) -4 

20 -^>v^-f ;v:p^>'p^^;v7 3i^;v) 
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T L C : R f 0.60 (B^^5^;i/) ; 

NMR (300 MHz, DMSO-d«) : 6 11.94 (br s, IH), 9.51 (s, IH), 9.00 (t, J = 6.9 Hz, 
IH), 8.29 (d, J = 7.2 Hz, IH), 7.95-7.80 (m, 4H), 7.57-7.44 (m, 7H), 7.24 (s, IH), 
5 7.12-7.05 (m, 2H), 4.68 (q, J = 6.9 Hz, IH), 439 (d, J = 6.9 Hz, 2H), 2.42-2J7 (m, 
2H), 2.00 (t, J = 7.2 Hz, 2H), 1.59-1.50 (m, 5H)o 

^^J8 (3 5) 

4- (2- ( (2- (rh^^' i->f;v) rD7l>'-r;i/) T'^y) -4 




T L C : R f 0.50 (gf^3i^;i/ : ^ — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-d«) : 6 12.03 (br s, IH), 9.54 (s, IH), 8.52 (d, J = 6.9 Hz, 
2H), 8.31 (d, J = 7.8 Hz, IH), 7.94 (dd, J = 7.8, 1.5 Hz; IH), 7.83 (d, J = 7.8 Hz, IH), 
15 7.61-7.47 (m, 4H), 7.43 (s, IH), 7.25-7.22 (m, 4H), 5.22 (s, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 2.46-2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.69-1.51 (m, 5H)o 

^^18 (3 6) 

4- (2- ( (2- (:^:7i5? V>- l->f;i/) rD/ty>f;i/) 7^^) -4 
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T L C : R f 0.22 {^^V-> : f^mJ^5=-;V= 1:1); 
NM R (300 MHz, CD3OD) : 6 8.28 (brd, J = 8.7 Hz, IH), 7.91 (brd, J = 8.1 Hz, 
5 IH), 7.82 (brd, J = 8.4 Hz, IH), 7.65 (brd, J = 6.6 Hz, IH), 7.60-7.47 (m, 4H), 7.29 
(brs, IH), 7.22 (brt, J = 8.7 Hz, 2H), 7.09 (brs, 2H), 6.90-6.85 (m, 3H), 4.72 (q, J = 
7.2 Hz, IH), 4.13 (t, J = 6.9 Hz, 2H), 3.02-2.97 (m, 2H), 2.33-2,28 (m, 2H), 1.96- 
1.94 (m, 2H), 1.73 (d, J = 7.2 Hz, 3H), 1.53-1.48 (m, 2H)o 

10 ^^J8 (3 7) 

4_ (2- ( (2- (:^:7^l/>- l—f^v) :rn>'^y-f;i/) T^y) -4 
- (i^i; j;>-2->r;v:t^i^p«5^;v) 7x.— ;i') 

i^^COOH 



T L C : R f 0.35 (^=^-9-> : M3^5^;V= 1:2); 
15 N M R (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.50 (s, IH), 830 (d, J = 8.7 Hz, 
IH), 8.15 (dd, J = 5.4, 1.5 Hz, IH), 7.95 (d, J = 7.8 Hz, IH), 7,83 (d, J = 7.8 Hz, IH), 
7.7.-7.67 (m, IH), 7.61-7.47 (m, 4H), 736 (s, IH), 7.21-7.14 (m, 2H), 6.99-6.95 (m, 
IH), 6.83 (d, J = 8.4 Hz, IH), 5.26 (s, 2H), 4.69 (q, J = 7.2 Hz. IH), 2.44-2.39 (m. 
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2H), 2.02 (t, J = 7.8 Hz, 2H), 1.61-1^3 (m, 5H)o 
(3 8) 

4- (2- ( (2- (t^-^a'i/^- 1— rny^y-r;!/) T^y) -4 




T L C : R f 0.50 (^=3pit> : H^^3i^;i/= 1 ; 2 ) ; 

N M R (300 MHz, DMSO-d«) : 6 12.02 (s, IH), 9.43 (s, IH), 8.28 (d, J = 7.5 Hz, 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 8.1 Hz, IH), 7.56-7.45 (m, 4H), 7.18-7.07 (m. 
10 4H), 6.93 (dd. J = 7.8, 1.5 Hz, IH), 6.67 (d, J = 8.1 Hz, 2H), 6.59 (t, J = 7.2 Hz, IH), 
4.66 (q, J = 7.2 Hz, IH), 4.47 (s, 2H), 2.95 (s, 3H), 2.40-234 (m, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58-1.51 (m, 5H)o 

(3 9) 

15 4- (2- ( (2- (:^:7^v>- i-> f;w) rn^'iy -f ;i/) t'^^') -4 




TLC : Rf 0.35 : S^^3^5^;i/= 1:2) ; 
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N M R (300 MHz, CDClj) : 6 8.12 (m, IH), 7.95 - 7.82 (m, 3H), 7.63 - 7.48 (m, 
4H), 7.33 - 7.10 (m, 6H), 6.73 (d, J = 7.8 Hz, IH), 6.52 (m, IH), 4.57 (q, J = 7.2 Hz, 
IH), 3.45 (s, 3H), 1.95 - 1.75 (m, 4H), 1.81 (d, J = 7.2 Hz, 3H), 1.20 (m, 2H) o 

5 mmm8 (4 0) 

3- (2- ( (4-^5^;i/-2-7ai-;i/^>^>'-f;i/) TK>f) -4-7 




TLC : Rf 0.71 (^po4n;va : ;i/= 10:1) ; 

10 N M R (300 MHz, CDCI3) : 6 8.16 (s, IH), 731 (d, J = 2.1 Hz, IH), 7.44-7.20 (m, 
7H), 7.12-6.93 (m, 4H), 6.70 (dd. J = 8.4, 2.7 Hz, IH), 3.67 (t, J = 7.8 Hz, IH), 2.65- 
2.45 (m, 4H), 2.09 (m, IH), 1.79 (m, IH), 1.52 (m, IH), 0.93 (d, J = 6.6 Hz, 3H). 
0.92 (d, J = 6.6 Hz, 3H)o 

15 ^#18 (4 1) 

4_ (2- ( (2- (4--7Mai-y^U>-l-^)V) 
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TLC : Rf 0.55 (^DD:tf;VA : ^^y'— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-dj) : 6 9.57 (bra, IH), 836 (d, J = 7.2 Hz, IH), 8.09 (m, 
IH), 7.72-7.62 (m, 2H), 7.55 (dd, J = 7.8, 5.4 Hz, IH), 7.38-7.23 (m, 4H), 7.18 (bis, 
2H), 7.09-6.89 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.6 Hz, IH), 2.48-2.40 (m, 2H), 
5 2.04-1.99 (m, 2H), 1.59 (d, J = 6.6 Hz, 3H), 1.58-1.53 (m, 2H) o 

^^J8 (42) 

4- (2- ( (2-7 3in;V7'D>'iy-r;V) T^y) - 4 -7 3i>' ^ri'pt^ 
;i/) ::/i$^>^ 



TLC : Rf 0.56 (^'DDsJx^i/A : ;>{i$'->'—;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : d 9.41 (brs, IH), 7.41-7.39 (m, 3H), 7.34-7.23 (m, 
5H), 7.20-7.15 (m, 2H), 6.99-6.96 (m, 2H), 6.92 (m, IH), 5.01 (s, 2H), 3.90 (q, J = 
7.2 Hz, IH), 2.43-2.38 (m, 2H), 2.04 (t, J = 7.2 Hz, 2H), 1.56-1.48 (m, 2H), 1.41 (d, J 
15 =7.2Hz,3H)o 

^^J8 (4 3) 

3- (2- ( i4-^^JV-2-Z7:ii—;]/^>'£i'yf^JV) T^^) -4-7 



10 
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TLC : Rf 0.42 : Wm^^^^= 1:1); 

NMR (300 MHz, CDCI3) : d 8.20 (s, IH), 7.81 (s, IH), 7.45-7.09 (m, 9H), 
6.98-6.90 (m, 3H), 4.98 (s, 2H), 3.69 (t, J = 7.7 Hz, IH), ^67-2.53 (m, 4H), 2.14 (m. 
5 IH), 1.80 (m, IH), 1.55 (m, IH). 0.95 (d, J = 6.6 Hz, 3H), 0.94 (d, J = 6.6 Hz, 3H)o 

Mi^l8 (4 4) 

3- (2- ( (2-7ai-;V^>^5'y'f;W T^y) -4-7a.y:ap^^5=- 



TLC : Rf 0.46 (^PP7}^;VA : pt^J^y'— ;V=1 0:1); 
NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.83 (s, IH), 7.45-7.10 (m, 9H), 
6.99-6.90 (m, 3H). 4.99 (s, 2H), 3.60 (t, J = 7.5 Hz, IH), 2.70-2.54 (m, 4H), 2.25 (m. 
IH), 1.87 (m, IH), 1.58-1.24 (m, 2H), 0.95 (t, J = 7.5 ttz, 3H) o 

15 

mmms (4 5) 

3- (2- ( (2-7aL-;i/rn/iy'^;v) 7^y) -4-7aiy:3{..>p(^ 
;v:7 3i— ;i/) 7'D7i>^ 



10 
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COOH 



TLC : Rf 0.41 i^UU^JVA : ;i/=9 : 1) ; 

NMR (300 MHz, CDCQ : 6 8.11 (brs, IH), 7.85 (s, IH), 7.46-7.24 (m, 7H), 
7.22-7.10 (m, 2H), 6.98-6.90 (m, 3H), 5.00 (s, 2H), 3.81 (q, J = 6.9 Hz, IH), 2.65- 
2.50 (m, 4H), 1.64 (d, J = 6.9 Hz, 3H)o 

^^J8 (4 6) 

3- (2- ( i2-y3^—;]/:r'$'^^j\/) T'^y) -4-7 3i>'^j/;><5=-;i/ 
7 3i^;v) irayi^^ 



T L C : R f 0.37 (i^ D P3fv;i/ A : p< y — ;i/= 9:1); 
NMR (300 MHz, CDOls) : 6 8.27 (bis, IH), 7.83 (s, IH), 7.46-7.23 (m, 7H), 
7.23-7.10 (m, 2H), 7.00-6.90 (m, 3H), 4.99 (s, 2HX 3.49 (t, J = 7.5 Hz, IH), 2.70- 
2.54 (m, 4H), 2.40-2.22 (m, IH), 2.00-1.82 (m, IH), 0.97 (t, J = 7.5 Hz, 3H) o 

mmm 8(4?) 

4- (2- ( (4-p«^;i/-2- (:^7t$^lx>- l->r;i/) ^>^>'>f;i/) 
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T L C : R f 0.43 X2Uit^)\^2^ : 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.50 (s, IH), 8.37 (d, J = 8.4 Hz, IH), 7.93 (d, J 
= 8.1 Hz, IH), 7.80 (d, J = 8.1 Hz, IH), 7.64-731 (m, 6H), 7.17-6.92 (m, 5H), 6.76 
5 (dd, J = 8.1, 2.4 Hz, IH), 4.68 (m, IH), 2.46-2.32 (m, 2H), 2.08 (m, IH), 1.96 (t, J = 
7.2 Hz, 2H), 1.68-1.41 (m, 4H), 1.02 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 63 Hz, 3H)o 

^fii#J8 (4 8) 

4_ (2- ( (4-p?^;V- 2-7 3i::^;V^>i$'>''r;W) T^>') -4-7 
10 :xij^iy'7 Z^i'yWt 



TLC : Rf 0.43 i^vu^^JVA : J—J^f^ 10:1) ; 
N MR (300 MHz, DMSO-de) : 8 9.40 (s, IH). 7.40-7.04 (m, lOH), 6.98-6.62 (m, 
2H). 6.74 (dd, J = 8.4, 2.7 Hz, IH), 3.88 (m, IH), 2.42 (t, J = 7.8 Hz. 2H), 2.07 (t, J = 
15 7.2 Hz, 2H), 1.94 (m, IH), 1.60-135 (m, 4H), 0.91 (d, J = 63 Hz, 3H), 0.87 (d, J = 
63 Hz, 3H)o 
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^^^J8 (4 9) 

4- (2- ( (2 -7 31— ;i/7*n>?^>/'i';i/) -r^y) - 4-7 ^ 



5 TLC : Rf 0.53 (^^it^ : i^^:n^;v= 1:3); 

N M R (300 MHz, DMSO-d«) : 6 12.02 (brs, IH), 9.34 (s, IH), 7.42 - 7.18 (m, 6H), 
7.09 (m, 2H), 7.00 (m, 2H), 6.56 - 6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, IH), 4.16 (d, J = 
5.7 Hz, 2H), 3.87 (q, J = 6.9 Hz, IH), 2.35 (m, 2H), 2.0 1 (t, J = 7.2 Hz, 2H), 1.50 (m, 
2H), 1.40 (d, J = 6.9 Hz, 3H)o 

10 

mmms (s o) 

4- (2- ( (2 ;i/:7-n>''?y-r;i') t'^^) - 4 -^i^y-f 



15 TLC : Rf 0.27 (--sdp-y-v : mm:^^)V= 1:3); 

N M R (300 MHz, DMSO-d«) : 6 12.02 (brs, IH), 936 (s, IH), 9.01 (t, J = 6.0 Hz, 
IH), 7.90 - 7.84 (m, 2H), 7.56 - 7.36 (no, 5H), 7.34 - 7.18 (m, 4H), 7.13 - 7.03 (m, 
2H), 4.40 (d, J = 6.0 Hz, 2H), 3.87 (q, J = 7.2 Hz, IH), 236 (m, 2H), 2.01 (t, J = 7.5 
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Hz, 2H), 1^0 (m, 2H), 1.40 (d, J = 7.2 Hz, 3H)o 

^M^J8 (5 1) 

4- (2- ( (2- (4-7;V:e-D:^7^V>-l-'f;i/) y'uAJ-Ol) 

r^^OOH 



TLC : Rf 0.51 (tJ7Dn3f?;VA : p«i$'>'— ;v=9 : 1) ; 
N MR (300 MHz, DMSO-d«) : 6 9.52 (brs, IH), 9.01 (m, IH), 8.34 (m, IH), 8.08 
(m, IH), 7.88-7.84 (m. 2H), 7.68-7.61 (m, 2H), 7.56-7.44 (m, 4H), 7.28 (dd, J = 10.8, 
10 7.8 Hz, IH), 7.21 (brs, IH), 7.13-7.06 (m, 2H), 4.63 (q, J = 6.9 Hz, IH), 4.39 (d, J - 
5.7 Hz, 2H), 2.43-2.38 (m, 2H), 2.04-1.93 (m, 2H), 1.57 (d, J = 6.9 Hz, 3H), 1.53- 
1.49 (m, 2H)o 

^^J8 (5 2) 

15 4- (2- ( (2- 1— f;i/) :rD>'i>''f;i') r^^') -4 

r^^COOH 





T L C : R f 0.31 (^x^lJ-V : itm3i5^;V= 1:3); 
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NMR (300 MHz, DMSO-d«) : 6 12.03 (s, IH), 9.45 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 8.11 (t, J = 6.3 Hz, IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.80 - 7.74 (m, 
2H), 7.63 - 7.47 (m, 7H), 7.20 (d, J = 1.5 Hz^ IH), 7.05 (d, J = 7.8 Hz, IH), 6.95 (dd, 
J = 7.8, 1.5 Hz, IH), 4.69 (q, J = 6.9 Hz, IH), 3.89 (d, J = 6.3 Hz, 2H), 2.37 (m, 2H), 
5 1.99 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.52 (m, 2H)o 

mmi8 (5 3) 

4- (2- ( (2- (:^-7t5^l^>- 1— f;i/) rn^ly'-f ;i/) 7'^>') -4 



T L C : R f 0.21 (S^^J:^;!/) ; 

NMR (300 MHz, DMSO-d«) : 6 12.06 (s, IH), 9.62 (s, IH), 8.99 (t, J = 6.0 Hz. 
IH). 8.32 (d, J = 8.1 Hz. IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.79 (d, J = 1.8 
Hz, IH), 7.67 (dd, J = 7.8, 1.8 Hz, IH), 7.63 - 7.47 (m, 4 H), 7.35 - 7.18 (m, 6H). 
15 4.71 (q, J = 6.9 Hz, IH), 4.44 (d, J = 6.0 Hz, 2H), 2.46 (m, 2H), 2.02 (t, J = 73 Hz, 
2H), 1.61 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

IfeSfegiJS (5 4) 

4- (2- ( (2- i-^z/^iy^-i — (jv) yu/^y^;v) T^y) -4 



10 
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T L C : R f 0.32 (i^^3^^;v) ; 

NMR (300MHz,DMSO-d,) :S 12.07 (s, IH), 10.19 (s, IH), 9.66 (s, IH), 8.33 
(d, J = 8.1 Hz, IH), 7.96 (d, J = 8.1 Hz, IH), 7,88 - 7.82 (m, 2H), 7.77 - 7.70 (m, 3H), 
5 7.64 - 7.48 (m, 4H), 7.37 - 7.28 (m, 3H), 7.08 (m, IH), 4.73 (q, J = 6.9 Hz, IH), 2.50 
(m, 2H), 2.04 (t, J = 7.5 Hz. 2H), 1.62 (d, J = 6.9 Hz, 3H), 1.59 (m, 2H)o 

^mms (5 5) 

4- (2- ( (2- I'-'V) iTn^l^' W";!/) T^^) -4 

10 -^>i^;V:r^$/p<5^;V7x:^;i/) 

r^cooH 



TLC : Rf 0.29 (^=3f.1t> : fi^M:3i^;i'= 1:2); 
NMR (300 MHz, DMSO-d«) : d 12.04 (s, IH), 9.49 (s, IH), 831 (d, J = 8.1 Hz, 
IH). 7.95 (m, IH), 7.83 (d, J = 8.1 Hz. IH). 7.62 - 7.46 (m, 4H), 7.38 - 7.24 (m, 6H). 
15 7.17 - 7.06 (m, 2H), 4.69 (q, J = 6.9 Hz. IH), 4.49 (s, 2H), 4.45 (s, 2H), 2.43 (m. 2H), 
2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H). 1.56 (m, 2H)o 

mim\s (5 6) 

4- (2- ( (2- (:h7^i/>-i— ra.'^x'^f;!') r5.y) -4 
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COOH 




TLC : Rf 0.67 (^PDJ^;i/A : ;i/=4 : 1) ; 

N MR (300 MHz, DMSO-dj) : 6 9.54 (s, IH), 832 (d, J = 8.1 Hz, IH), 7.95 (m, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.42 - 7.28 (m, 6H), 7.16 (m, 2H). 
4.72 (q, J = 6.9 Hz, IH), 3.87 (bs, 2H), 3.82 (bs, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

mmms (57) 

4- (2- ( (2- (4-7;l/:^D::^7^^^>- 1 ->f ;i/) rn>''«y 




T L C : R f 0.26 D n5^;i/A : ^ ^J' y — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.51 (bis, IH), 835 (m, IH), 8.09 (m, IH), 
7.69-7.61 (m, 2H). 7.54 (dd, J = 7.8, 6.0 Hz, IH), 7.34-7.27 (m, 2H), 7.10 (s, 2H), 
7.00 (dd, J = 8.4, 7.5 Hz, 2H), 6.52-6.44 (m, 3H), 6.17 (t, J = 7.2 Hz, IH), 4.64 (q, J 
= 7.2 Hzi IH), 4.16 (d, J = 6.0 Hz, 2H), 2.43-2.35 (m, 2H), 2.01-1.96 (m, 2H), 1.58 
(d, J = 7.2 Hz. 3H), 1.55-1.50 (m, 2H)o 
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mmmis (5 8) 

4- (2- ( (2- ii-y^vy-l-^^^) zrunj-()V) TK^) -4 

r^^cooH 



TL C : Rf 0.17 (^'nOTj^;!/^ : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.14 (d, J = 7.5 Hz, IH), 8.05 (brs, IH). 7.92 (m, IH), 
7.86 (d, J = 7.8 Hz, IH), 7.66-7.50 (m, 6H), 7.25 (brs, IH). 7.06-6.97 (m, 4H),5.04 (s, 
2H), 4.59 (q, J = 6.9 Hz, 1H),1.97-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H),1.30-1.21 
10 (m, 2H)o 

^1?ffi#tl8 (5 9) 

4- (2- ( (2- (^>v^5^:t7ai>-3— f;i/) rn;i.^-f ;i/) T^y) 

r^cooH 



TLC : Rf 0.51 (^PD^;i/A : ;V=9 : 1) ; 

NMR (300MHz,DMSO-d,) : <5 9.51 (s, IH), 8.01-7.96 (m, 2H), 7.58 (s, IH), 

7.43-7.34 (m, 2H), 7.30 (s, IH), 7.11 (s, 2H), 7.02 (t. J = 7.8 Hz, 2H), 6.57-6.49 (m. 
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3H). 4.29 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.40 (dd, J = 93, 6.6 Hz; 2H), 2.04-1.99 
(m, 2H), 1.58 (d, J = 6.9 Uz, 3H), 1.57-1.50 (m, 2H)o 

HM^J 8(60) 

5 2- (2- ( (2 -:7a^i:::;i/7*n/"?>''f T^y) -4-7aiyipi/^5=- 



T L C : R f 0.33 (^^r1t> ; fi^^Ji5^;i/= 1:2); 
NMR (300 MHz, DMSO-d«) : 6 12.97 (s. IH), 9.49 (s, IH), 7.81 (dd, J = 7.8, 1.5 
10 Hz, IH), 7.53 (d, J = 1.5 Hz, IH), 7.39 - 7.10 (m, lOH), 7.00 - 6.88 (m, 5H), 5.00 (s, 
2H), 4.24 (s, 2H), 3.84 (q, J = 6.9 Hz, IH). 1.33 (d, J = 6.9 Hz, 3H)o 

liaSgyS (6 1) 

2- (2- ( (2- (:^7^5'W>- l--f;i/) T-D^'^sy-f ;v) r^y) -4 
15 :^$^^5^;i/^>i^;i/) 
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TL C : Rf 0.33 : mWt^^^)^^ 1:2); 

NMR (300 MHz, DMSO-d,) :S 12.95 (s. IH). 9.62 (s, IH). 820 (m, IH), 7.91 
(m, IH), 7.82 - 7.76 (m, 2H), 7.55 - 7.23 (m, 9H). 7.13 (dd, J = 8.1, 1.5 Hz, IH), 7.00 
- 6.87 (m. 5H), 5.01 (s, 2H). 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.22 
5 (d,J = 16.5Hz,lH),1.47(d,J=6.9Hz,3H)o 



18 (6 2) 



4- (2- ( (2- {-ry^^y-i-^^^^ -ruf^j-o^) t^^) 



-4 




10 

TLC : Rf 0.56 (^OD7^;VA : pt^^— ;V=9 : D 5 
NMR (300MHz, DMSO-d J : 6 9.59 (bis, IH), 8.32 (d, J = 8.4 Hz, IH), 7.94 (d, 
J = 8.4 Hz, IH), 7.83 (d. J = 7.5 Hz. IH), 7.62-7.47 (m, 5H), 7.18 (brs, IH), 7.09 (d, 
J = 7.5 Hz, IH), 6.98 (d. J = 7.5 Hz, IH), 4.71 (q. J = 6.9 Hz. IH), 4.07 (d, J = 6.0 Hz. 
15 2H), 3.96 (q, J = 7.2 Hz, 2H), 2.42-237 (m, 2H). Z02-1.97 (m. 2H), 1^9 (d, J = 7.2 
Hz, 3H), 1.61-1.51 (m, 2H). 1.13 (t, J = 7.2 Hz, 3H)o 



18 (6 3) 



4- (2- ( (2- ii-yi^vy-i-^)^) rp^i^^^v) rx^) -4 
20 - (7^>-2-^;v*;v;}?-;vT^^^5^>'v) 7:c-;v) -/^ym 
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TLC : Rf 0.39 (^DD>j^;VA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9^0 (s, IH), 8.88 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.1 Hz, my, 7.92 (m, IH), 7.85-7.81 (m. 2H), 7.57-7 AS (pa, 4H), 7.20 (jots, IH), 
5 7.11-7.09 (m, 2H), 7.03 (dd, J = 7.8, 1.5 Hz, IH), 6.61 (dd, J = 3.3, 1.5 Hz, IH), 4.67 
(q, J = 7.2 Hz, IH), 432 (d, J = 6.0 Hz, 2H), 2.38 (dd, J = 8.7, 7.2 Hz, 2H), 1.99 (t, J 
= 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.58-1.50 (m, 2H)o 

^^J8 (6 4) 

10 4- (2- ( (2- (±7^u>- 1 — r;i/) yaj^y^jv) ts.^) -4 
- (3-7;i/:;^-D^>^/>f;i/T^y^^;i/) ;i/) 

r^cooH 




T L C : R f 0.43 (^^ VDU^JVA J — ;i/= 9:1); 
NMR (300 MHz, DMSO-d«) ; d 9.49 (s, IH), 9.11 (t, J = 6.0 Hz, IH), 8.29 (d, J 
15 = 7.8 Hz, IH), 7.93 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.72 (d, J = 7.5 Hz, IH), 7.66 
(dd, J = 9.9, 1.5 Hz, IH), 7:57-7.42 (m, 5H), 7.39 (m, IH), 7.23 (brs, IH), 7.11 (d, J 
= 7.8 Hz, IHX 7.07 (d, J = 7.8 Hz, IH), 4.67 (q, J = 7.2 Hz, IH), 4.40 (d, J = 5.7 Hz, 
2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.49 (m, 2H)o 
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mmm8 (6 5) 



T L C : R f 0.42 n D7j%;VA : ^J' ^ — ;W= 10:1) ; 
N MR (300 MHz, CD3OD) : 6 7.66-7.63 (m, 2H), 7.56-7.53 (m, 2H), 7.46-7.40 
(m, 2H), 7.27-7.19 (m, 4H), 7.11 (s, IH), 6.94-6.87 (m, 3H), 4.94 (s, 2H), 2.70 (t, J = 
7.8 Wz, 2H), 2.41 (t, J = 7.8 Hz, 2H)o 

10 

^jfS^JS (6 6) 

3- (2- (N-^>e^;i/::^;i/:!^— ;v-N-p«9^;i/T^y ) -4-73^^^^ 



15 TLC : Rf 0.49 (i7DDJrv;VA : ^^y— ;V= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d,) : 6 7.40-7.18 (m, lOH), 7.02-6.90 (m, 3H), 5.02 (s, 
2H), 4.80-4.40 (m, 2H), 3.15 (s, 3H), 3.00-2.60 (m, 2H), 2.52 (t, J = 8.7 Hz, 2H)o 



5 





O 



^^-18 (6 7) 
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(2E) - 3- (2- (N-'^>s^;i/:^;i/5}%— ;i/-N->><5^;i/T^>') -4 



T L C : R f 0.49 u D7^;i/A : j^-S^yf — ;V= 10:1) ; 
5 N M R (300 MHz, DMSO-d.) : S 7.91 (d, J = 8.1 Hz, IH), 7.83 (d, J = 16.0 Hz, 
IH), 7.50-7.20 (m, 9H), 7.01 (d, J = 8.1 Hz, 2H), 6.94 (t, J = 7.4 Hz, IH), 6.53 (d, J = 
16.0 Hz, IH), 5.09 (s, 2H), 4.59 (brs, 2H), 3.16 (s, 3H)o 

ilia^JS (6 8) 

10 4- (2- ( (2- i±y^]y>- 1 — (JV) yuj\J^)\/) T^^) -4 




TLC : Rf 0.44 (i'Dns^;i'A : .^tiJ^y— >>l'=9 : 1) ; 
N MR (300 MHz; DMSO-d«) : 6 9.50 (brs, IH), 9.00 (t, J = 6.0 Hz, IH), 8.29 (d, 
15 J = 8.1 Hz, IH), 7.93 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.58-7.34 (m, 7H), 7.23 (brs, 
IH), 7.12-7.05 (m, 3H), 4.67 (q, J = 7.2 Hz, IH), 4.39 (d, J = 6.3 Hz, 2H), 3.79 (s, 
3H), 2.39 (dd, J = 9.6, 6.0 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H). 
137-1.50 (m. 2H)o 




O 
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mm. ^\s (6 9) 

4- (2- ( (2- i^y^i^y-l-^)^) ^n;^^^;v) -4 

r^COOH 

O ^**s^ 

5 TLC : Rf 0.40 (^Pn*:;^-^^^ : ^^^-''^=9 • 1) ' 

NMR (300 MHz, DMSO-d«) : d 9.51 (s, IH). 8.53 (t. J = 6.0 Hz. IH), 8.31 (d. J 
= 8.1 Hz, IH), 7.94 (d, J = 7.5 Hz, IH), 7.83 (d, J = 8.1 Uz, IH), 7.61-7.47 (in, 4H), 
7.16 (m, IH), 7.10 (d. J = 7.5 Hz, IH), 6.99 (d, J = 7.5 Hz, IH), 4.69 (q, J = 6.9 Hz. 
IH). 4.19 (d, J - 5.7 Hz. 2H), 239 (dd, J = 9.3. 6.0 Hz. 2H), 2.00 (t. J = 7.5 Hz. 2H), 

10 139 (d, J = 6.9 Hz, 3H). 1.60-1.51 (m, 3H). 0.70-0.60 (m. 4H)o 



miif^ p\s (7 0) 

4- (2- ( (2- (^^^i^v-i-^^i^) rn;-^y-f;i/) T^y) - 




TLC : Rf 0.42 i^ViU^^JlJ^ : ^V==9 : D ; 

NMR (300 MHz. DMSO-d.) : S 9.50 (bts, IH). 9.01 (t. J = 6.0 Hz. IH), 8.29 (d, 

J = 6.0 Hz. IH), 7.94 (m, IH), 7.82 (d, J = 7.8 Hz, IH). 7.78-7.75 (m, 2H). 7.57-7.44 
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(m, 4H), 7.22 (brs, IH), 7.16-7.07 (m, 2H), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.67 (q, J 
= 6.9 Hz, IH), 4.36 (d, J = 6.0 Hz, 2H), 2.39 (dd, J = 8.7, 6.6 Hz, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.56-1.49 (m, 2H)o 

5 ^^J8 (7 1) 

4- (2- ( (2- (:^7^l/>- 1— r;i/) 7*D>''«^-r;i/) T'^y) -4 




T L C : R f 0.22 (S^® ; 
10 N M R (300 MHz, DMSO-d«) : 6 12.06 (br, IH), 9,47 (s,lH), 8.95 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.93 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.70 - 7.63 (m, 2H), 7.59 - 
7.43 (m, 4H), 7.36 - 7.32 (m, 2H), 7.22 (bs, IH), 7.11 (d, J = 8.1 Hz, IHX 7.06 (dd, J 
= 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 438 (d, J = 6.0 Hz, 2H), 2.39 (m, 2H), 
235 (s, 3H), 2.01 (t, J = 7.2 Hz, 2HX 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 2H)o 

15 

^#!I8 (7 2) 

4- (2- ( (2- i±:7^u>- 1 — f;i/) rn/iy-r;!/) 7^y) -4 
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T L C : R f 0.29 (S^m3i^;V) ; 

NMR (300 MHz, DMSO-d,) : S 12.03 (br, IH), 9.47 (s, IH), 9.14 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.96 - 7.79 (m, 4H), 7.64 - 7.43 (m, 6H), 7.22 (bs, IH), 7.12 (d, J 
= 8.1 Hz, IH), 7.06 (dd, J = 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.39 (d, J = 
5 6.0 Hz, 2H), 2.39 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m. 
2H)o 

mmm& (7 3) 

4- (2- ( (2- (:J-7^1/>- l—f^V) zrxinj^)^/) 7^^) -4 

10 - (3-s>'T/^W'f>>^T^y^^>>v) 7a.-;i/) 




TLCrRf 0.46 (^DP5t;;i<'A : p^^y'— >'V= 9 : 1) 5 
NMR (300MHz,DMSO-d,) '.6 9.49 (s, IH), 9.22 (m. IH), 8.30-8.28 (m, 2H), 
8.17 (d, J = 7.8 Hz. IH), 7.99 (d, J = 7.5 Hz, IH). 7,93 (d, J = 8.1 Hz, IH), 7.82 (d. J 
15 = 8.1 Hz, IH), 7.70 (t, J = 7.5 Hz, IH), 7.58-7.44 (m, 4H), 7.24 (s, IH), 7.12 (d, J = 
7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.41 (d, J = 5.7 Hz, 
2H), 2.43-2.37 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.58-1.49 
(m,2H)o 

20 ^^J8 (74) 

4- (2- ( (2- (:h7^V>- 1-'(>>V) rX2?^J-(}\^) TK^) -4 
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TLC : Rf 0.51 (^DD7h;i/A : ;><i5'y'— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d.) : 6 9.49 (s. IH), 9.03 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 7.8 Hz, IH), 7.98-7.90 (m, 3H), 7.82 (d, J = 8.1 Hz, IH), 7.57-7.44 (m, 4H), 730 
5 (dd, J = 93, 7.8 Hz, 2H), 7.22 (s, IH), 7.11 (d, J = 8.1 Hz, IH), 7.06 (d, J = 8.1 Hz, 
IH), 4.71 (q, J = 6.9 Hz, IH), 439 (d, J = 63 Hz, 2H), 2.42-2.37 (m, 2H), 2.01 (t, J = 
7.5 Hz, 2H), 138 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

^^#118 (7 5) 

10 4- (2- ( (2- — f;i/) iTD^iy^f ;i/) T^y') -4 
- (2-7;i/:;i-D^>y-f;ix7'^y^5=-;i/) 7ai-;i/) y^i^m 




TLC : Rf 0.53 i^uun^jVA : ;V=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 9.51 (s, IH), 8.83 (m, IH), 8.31 (d, J = 8.1 Hz, 
15 IH), 7.94 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.64-7.45 (m, 6H), 7.31- 
7.24 (m, 3H), 7.13 (d, J = 7.8 Hz, IH), 7.08 (dd, J = 7.8. 1.2 Hz, IH), 4.69 (q, J = 6.9 
Hz, IH), 4.38 (d, J = 6.0 Hz; 2H), 2.43-238 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, 
J = 6.9 Hz, 3H), 1.57-1.51 (m; 2H)o 
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m\8 (7 6) 



4- (2- ( (2- f>'V) T-D^'V'^;^) T5.^) -4 



i^^COOH 



CI r ' 




TLC:Rf 0.60 (^PCi:!^;VA :^i5'>'-;V=9 •• 1) 5 
NMR (300MHz.DMSO.d,) : 5 9.49 (s, IH). 9.14 (t, J = 6.0 Hz. IH). 8.29 (d, J 
= 8.4 Hz, IH), 8.08 (dd, J = 7.2, 2.1 Hz, IH), 7.93 (d, J = 9.0 Hz, IH), 7.90 (xn. IH). 
7 82 (d, J « 7.8 Hz. IH), 7^8-7.45 (n, 5H). 7.23 (brs, IH), 7.11 (d, J = 7.8 Hz. IH). 
10 7.06(d.J = 8.4Hz.lH).4.67(q.J = 6.9Hz.lH).4.39(d,J = 8.7Hz.2H),2.40(dd,J 

= 9.0. 6.0 Hz. 2H). 2.01 (t, J = 75 Hz. 2H), 1.58 (d. J = 6.9 Hz, 3H), 1.57-1.52 (m. 
2H)o 



ggjfe^ia (7 7) 
15 4- (2- ( (2- (2-^nn7: 



COOH 




TLC : Rf 0.40 (-^^i^-V : f^^^i^-'V : 



= 1:1: 0.01) ; 
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N M R (300 MHz, DMSO-da) : 6 12.50 (bs, IH), 930 (s, IH), 7.50 (dd, J = 7.8, 2.1 
Hz, IH), 7.44 (dd, J = 7.8, 2.1 Hz, IH), 7.40 - 7.23 (m, 5H), 7.21 (m 2HX 7.01 - 6.89 
(m, 3H), 5.02 (s, 2H), 4.26 (q, J = 7.2 Hz, IH), 2.50 (m, 2H), 2.14 (t, J = 7.2 Hz, 2H), 
1.64 (m, 2H), 1.48 (d, J = 7.2 Hz, 3H)o 

mmma (7 8) 

4- (2- ( (2- (3-^7nD7ai-;i/) :7'D>'i>'>r;i/) :r5>') -4- 
7 3iydF-i^;»«^;i/7i— ;i/) 




10 T L C : R f 0.44 i^^D-> : Wm^^^Jl^ : mm= 1:1: 0.01) ; 

N MR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 9.48 (s, IH), 7.45 (s, IH), 7.38 
- 7.16 (m, 8H), 7.00 - 6.88 (m, 3H), 5.02 (s, 2H), 3.92 (q, J = 7.2 Hz, IH), 2.42 (m, 
2H), 2.07 (t, J = 7.2 Hz, 2H), 1.54 (m. 2H), 1.42 (d, J = 7.2 Hz, 3H)o 

15 mmm 8(79) 

4- (2- ( (2- (4-^^DD7 3i— ;i/) 7D/^y-f;i/) T'^y) -4- 

7 ;i/) •:r^>m 
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T L C : R f 0.46 V : «Bx* : ««= 1 : 1 = 0^1> = 

NMR(300MHz.DMSO...) 12.06 (bMH), 9.46 (s. IH), 7.44 - 735 (.^ 5^ 
7 ,1 - 7 15 4H). 7.00 - 6.88 (™. 3H), 5.01 2H,, 3.91 «^ I = 6.9 IH), 2.42 
(„. 2H). 2.07 (U = ^ ^ = 



---- 

<^COOH 



10 



15 



TLC:Ef 0.44 : •■ ««^= ^ ^ ^ = ""'^ = 

N MR (300 MH. DMSO-d.) : « 1X05 (b. IH). 9^ (s. IH), 7.46 - 736 3H, 
731-7.23 (». 2H, 7.22- 7.10 (»,4H, 7.00- 6.88 3H). 5^1 (s.2H,3.1(„i 
Ih.iL.X42(.2„,...06CU = 7.H.2„),1.3(.2„.1.40C.-- 

Hz,3H)o 

COOH 
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T L C : R f 0.40 (^^'if-> : mm^^^JV : mm= 1:1: 0.01) ; 
NMR (300 MHz, DMSO-d«) : 6 12.05 (bs, IH), 933 (s, IH), 7.38 (s, IH), 7.34 
- 7.23 (m, 4H), 7.17 (m, 2H), 7.00 - 6.85 (m, 5H), 5.01 (s, 2H), 3.83 (q. J = 6.9 Hz, 
IH), 3.72 (s, 3H), 2.41 (m, 2H), 2.05 (t, J = 7.5 Hz, 2H), 1.5 3 (m, 2H), 1.38 (d, J = 
5 6.9 Hz, 3H)o 

liaB^JS (8 2) 

4- (2- ( (2- (:^7^$'ix>-i — r;i/) 7'D>''«y-r;i/) :p^y) -4 




TLC : Rf 0.44 (:J7nn:^;UA : ^^y'— ;v= 9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.50 (s, IH), 8,98 (t, J = 5.7 Hz, IH). 8.29 (d. J 
= 7.8 Hz, IH), 7.93 (d. J = 7.2 Hz, IH), 7.81 (d, J = 7.8 Hz, IH). 7.57-7.36 (m, 7H), 
7.23 (s, IH), 7.12-7.04 (m, 3H), 4.67 (q, J = 6.0 Hz, IH), 4.38 (d, J = 5.7 Hz, 2H), 
15 4.05 (q, J - 6.9 Hz, 2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 
(d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H), 133 (t, J = 6.9 Hz, 3H)o 

^^J8 (8 3) 

4- (2- ( (2- (r?-:7i5^ v>- 1 -^';i/) 7°0/^y-r;V) T^y) -4 
20 - (3, 5-S^>';i/;*-D^>\/-f;i/:P^^;>{5^;i/) 7ai::i;i/) >^ 
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TLC:Ef ase (i'OD*;VA:^5'>-Jl'=9 : 1) ; 

NME (300MHZ,DMSO^) : <S 9.50 IH), 9.18 (U = 60 IH), 8.2, (d. , 

- 8 1 HZ, IH), 7.93 (d. I = 7.2 HZ, IH). 7.82 (d. I = 7.8 IH). 7.60-7.44 (m, 7Hi 
7 23 (^B, IH), 7.U . = 8.x HZ, IH). 7.07 (d, J - 8.1 IH), 4.67 (,, . = 6.9 H^ 

IH), 439 (d. J = 5.7 HZ, 2H), 2.40 (dd, , . 9.0, 63 HZ, 2H), 2.01 ft J = 7^ HZ. 2H). 
138 (d, J - 6.9 Hzi 3H), 1.57-1.50 (m, 2H). 



10 



a<i(|i faR (8 4) 

4- (2- ( (2- (^^i-vv-l-f^") :^^^) 



-4 




TLC: Ef 0.62 (^'DO*^^i.•.^^'^-^^-9 •■ 1) : 

NME (300MH^DMSO-d.) : « 9.54 (MH^ 833 (d, J - 8.7 H. 1H> 7.94 (d. I 
15 = 6.9 H. IH). 7.83 (d, 1 = 7.8 Hz, IH). 7.61-7.47 (,.. 4H). 7.38 (s. IH). 7^9 IHX 
7 19 (s 2H), 6.90-6.80 (m, 2H), 6.75 (.^ IH), 5.03 (a. 2H). 4.70 to J = 6.9 Hz. IH). 
2.44(d4J.9.0.5.1Hz,2H).2.03(U = 73H^2H).1.60(d,I = 6.9Hz.3H).15^ 

1.52(m,2H)o 
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^^J8 (8 5) 

4- (2- ( (2- (4-p<^;i/:7ain;v) 7*D/^</>r;i/) r^y) -4- 
7 3i>':^$/pt^;V7jcri;v) 



5 T L C : R f 0.24 (^=^1?-> : B^ai5^;i'= 1:2) ; 

N M R (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.34 (s, IH), 7.37 (bs, IH), 7.32 
- 7.08 (m, 8H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.84 (q, J = 6.9 Hz, IH). 239 (m, 
2HX 2.26 (s, 3H), 2.02 (t, J = 7.5 Hz, 2H), 1.51 (m, 2H), 13 8 (d, J = 6.9 Hz, 3H)o 

10 IIM^JS (8 6) 

4- (2- ( (2- i±y^u>-i — fjv) yu?'^^^}V) r^y) -4 

r^^cooH 



T L C : R f 0.34 (B^^x.5=-;i/) ; 
15 N M R (300 MHz, DMSO-d«) : 6 12.04 (br, IH), 9.55 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.41 - 735 (m, 3H), 
7.22 - 7.14 (m, 3H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.78 (s, 3H), 2.44 (m, 2H), 
2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 
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18 (87) 



4- (2- ( (2- -rxij^j^M t^^) 

f'-'^^COOH 



-4 



T L C : R f 0.40 (g^^^i^-'V) ; 

NMR (300MHz,DMSO-d,) :d 12.04 (s, IH), 9^2 (s. IH), 8.31 (d. J = 8.1 Hz, 
IH), 7.94 (m, IH). 7.83 (d, J = 8.1 Hz, IH). 7.62 - 7.39 (m. 8H), 7.28 - 7.16 (xn, 3H). 
5.10 (s. 2H), 4.70 (q, J = 6.9 Hz, IH). 2.55 (s. 3H). 2.44 (n, 2H), 2.03 (t, J = 7.2 Hz. 
10 2H),1.60(d,J = 6.9Hz,3H),1.56(ni,2H)o 



15 



18 (88) 



4- (2- ( (2- (^7^1x>-l->f>'V) T^y) -4 

_ (3_^v:rpvf;v-5-^Wxy:^e^p^^;w) y:.^M ^^^^ 

COOH 




TLC : Rf 0.26 -.mmx.^y^^ 1:2); 

NMR (300MHz,DMSO.d.) :d 12.04 (s. IH), 9.51 (s. IH), 831 (d. J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz. IH). 7.62 - 7.47 (in, 4H), 7.37 (s. IH), 7.18 
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(m, 2H), 6.65 - 6 J9 (m, 3H), 4.96 (s, 2H), 4.69 (q, J = 6.9 H 2, IH), 2.77 (m, IH), 
2.43 (m, 2H), 2.22 (s, 3H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H), 1.14 (d, J = 6.9 Hz, 6H)o 

5 ^#J8 (8 9) 

4- (2- ( (2- (:^7i5^^>- l->r;v) rn^l^'-f;!/) rr^^^) -4 

- (2, 4, 6-h U7;i/:*-Q7 3iydfS^p{^;i/) 7 

TLC : Rf 0.28 (^^-^-^ : W^ai^;i/= 1:2); 
10 N MR (300 MHz, DMSO-d«) : 6 12.12 (br, IH), 9.70 (bs, IH), 8.33 (d, J = 8,1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.40 (m. 5H), 7.28 - 7.10 (m, 4H), 
5.01 (s, 2H), 4.74 (q, J = 6.9 Hz^ IH), 2.45 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, 
J = 6.9 Hzi 3H), 1.56 (m, 2H)o 

15 glM^J 8(90) 

4- (2- ( (2- (::H7^J'lx>- l--f;i/) yuj^^^^jV) y^^^) -4 

- (4- h U7;i/:4-D;<5=-;i/5^:i-73i>'^r^'P<5=-;i/) Z7 :^^>m 
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5 



10 



TLC : Rf 0.24 i^^^y.mm:^^)^^'^ : 2) ; 
NMR(300MHz,DMSO.d.) :6 12.05 (bs, IH), 9.52 (s. IH). 8.31 (d, J = 8.1 Hz, 
lH),7.94(n.lH),7.83(^I = 8.1H.lH),7.62(a,3 = 8.4H.2H),7.60-7.46(n. 

4H), 7.39 (s, IH). 7.20 2H), 7.12 3 = 8.4 H. 2H). 5.09 (s. 2H), 4.70 (. = 
6.9H.lH),2.44(n.2H).X03(U = 7.2Hz,2H),1.60(d,I = 6.9H.3H,1.56(n. 

2H). 

4_ (2- ( (2- ru.v^;v) r.^) -4 

COOH 




NMR (300MHz.DMSO.aJ :^ 9.54 (s, XH), 8^U<^ ^ - " IH). 7.« (da, 
, = H. IH, 7.83 . 8.1 IH). 7.6X.7.47 (n. 4H, 7.45-7.40 (n. 2H, 

15 7.37 (s. 7.17 (a, , - a, H. m e.'^^-^ ^ 5 »)• 

6.9 H. IH). 2.44 (aa. i = 8.7. 6.0 H., ^ ^ 02 (M - 75 2H). 1.59 (a. J - 6.9 
Hz, 3H), 1.58-1.52 (m,2H)o 



20 



^mmR (9 2) , ,N A 

4- (2- ( (2- (^7^v>-i-^^v) ^p.v^;v) r.y) -4 
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TLC : Rf 0.60 (^Dn3tt;VA : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.54 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.60-7.47 (m, 4H), 7.37 (s, IH), 7.18-7.13 
5 (m, 3H), 6.56-6.48 (m, 3H), 4.99 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.70 (s, 3H), 2.43 
(dd, J = 8.7, 5.7 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.51 
(m,2H)o 

^^J8 (9 3) 

10 4- (2- ( (2- (:^7^^>-i — r;i/) 7*D>/iy-r;i/) r^y) -4 




TLC : Rf 0.59 (^nD^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : S 9.55 (s, IH), 8.33 (d, J = 8.4 Hz, IH), 7.94 (dd, 
15 J = 7.8, 1.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 
2H), 6.98 (dd, J = 7.5, 1.8 Hz, IH), 6.95 (dd, J = 7.5, 2.4 Hz, IH), 6.91-6.80 (m, 2H), 
4.98 (s, 2H), 4.70 (q, J = 7.2 Hz, IH), 3.74 (s, 3H), 2.46-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 7.2 Hz, 3H), 1.59-1.52 (m, 2H)o 
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^i ^^lS (9 4) 

4- (2- ( (2- yuj^J^)^) rKJ) -4 



COOH 




T L C : R f 0.18 mWL3^^)^^ ; 

NMR(300MHz,DMSO-d,) : (5 1^05 (bs, IH), 9.53 (s, IH). 831 (d, J = 8.1 Hz, 
IH), 7.94 (m. IH). 7.86 (d, J = 8.7 Hz. IH). 7.83 (d. J = 8. 1 Hz, IH), 7.62 - 7.46 (m, 
5H) 7.41 (d. J = 1.5 Hz. IH). 7.23 (dd. J = 7.8. 1.5 Hz. 1 H). 7.18 (d. J = 7.8 Hz. IH), 
10 7.06 (dd, J = 8.7. 2.4 Hz. IH). 5.11 (s. 2H). 4.70 (q, J = 6.9 Hz. IH). 2.75 (s. 3HX 
2.43 (m. 2H), 2.02 (t. J = 7.5 Hz. 2H), 1.60 (d, J = 6.9Hz. 3H). 1.56 (m. 2H)o 



15 



^^ffii fais (9 5) 

4- (2- ( (2- C^^^VV-l-f^V) T^^) -4 

- (4- (1, 2, 4-bUry-;V-l-^^W 7:..^=^$-^^>'V) 7- 

' COOH 
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T L C : R f 0.11 (fi^Kai5^;P) ; 

NMR (300 MHz, DMSO-d,) : 6 12.05 (s, IH), 9.52 (s, IH), 9.15 (s, IH), 8.31 (d, 
J = 8.1 Hz, IH), 8.17 (s, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.74 (d, J = 9.0 
Hz, 2H), 7.62 - 7.46 (m, 4H), 7.41 (bs, IH), 7.25 - 7.16 (m, 2H), 7.15 (d, J = 9.0 Hz, 
5 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 
1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

Ilite^JS (9 6) 

4- (2- ( (2- (::^7iJ' v>- 1— r;i/) ^D/iy -f ;i/) T^y) -4 

r^COOH 



T L C : R f 0.45 (B^^3i5=-;i/) ; 

NMR (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.51 (s, IH), 831 (4 J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 (bs, IH), 7.18 
15 (m, 2H), 7.01 - 6.92 (m, 2H), 6.90 - 6.78 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
IH), 3.98 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.57 (m, 2H), 1.26 (t, J = 6.9 Hz, 3H)o 

mmms o 7) 

20 4- (2- ( (2- i±yi'\^>- l--f ?V) -ruJ^J-OV) TK^) -4 
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,^COOH 




TLC : Rf 0.41 (S^m:^^^!') ; 
2H),1.60(d,J-6.9Hz.3H).l^(».2H). . 



« (9 8) 



-4 



^ (9- ( (2- C^-^i-VV- 




TLC : Rf 0.40 mm:^^>^) 5 
3H),1.55(m,2H)o 
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^^J8 (9 9) 

4- (2- ( (2- (.±'7^U>-i — f;i/) TKy) -4 




T L C : R f 0.40 (S^^ai^;b) ; 

NM R (300 MHz, DMSO-d^) : 6 12.04 (s, IK), 9.51 (s, IH), 831 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH). 7.62 - 7.47 (m, 4H), 7.38 (bs, IH), 7.16 
(m, 2H), 7.03 (m, IH), 6.90 - 6.76 (m, 2H), 4.92 (s, 2H), 4.7 0 (q, J = 6.9 Hz, IH), 
3.78 (s, 3H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H)o 

l^ffifflJS (10 0) 

4- (2- ( (2- 1— f;i/) rn^-c^-f ;i/) T'^y) -4 
- (2--I' vrDI^;i/:zJ-^i$^:7ai>':^^e/^5^;i/) >'i-;p) 




TLC : Rf 0.53 (i^^oz^;!,) ; 

N M R (300 MHz, DMSO-d«) : 6 12.05 (s, IH), 9.51 (s, IH), 831 (d, J = 8.1 Hz, 
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l„,7.94(.lH),7.83(a., = S.lH.lH).7.<^.7.4.(«.4H,739(..1^7a^ 
,:^^7^...»C..H,......SU.,m-..^H,.^(.>-- 

XH, 4.47 IH). 2.43 aH). Z03 M = 7.5 H. ^. .«> (a. . = 6.9 H. 3H. 
1J7 (m. 2H), 1.18 (d, J = 6.0 Hz, 6H)o 

gSli!8_liOJJ_ 



f-'^COOH 




10 TLC:Rf 035 (imx^^W : 

NMR (SOOMH^DMSO-a.) : d 1105 IH, (MH). 8.30 (M - S.1 H. 
IH, 7.94 (n. IH), 7.83 (4 . - 8.1 H. IH). 7.65 (M = S.7 H. IH, 7.62 - 7.45 
S7j(....7.S.1.8H.lH,.7.20<a,.=7.8„.aH,6.73(.,.2.H..^ 

!r9(a. .8.7.X4H..H,5.19.,2„,4.70(,.. = 6.K..H.3.»(OH. 
IS .44L2„..«C.3H).205CU-7.H.mX.60<.. = 6.9„.3„,..S(. 

2H)o 



522 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.70 (tJ' n D5j^;i/A '. J — ;i/= 1 0 : 1 ) « 

mm% (10 3) 

5 4- (2- ( (2- rn7l>'-r;i/) 7^^') -4 




TLC : Rf 0.72 (t5'DD5^;i/A : ;>«^y— ;i/=9 : 1) ; 
N M R (300 MHz, DMSO-d«) : 6 9.55 (s, IH), 831 (d, J = 8.4 Hz, IH), 7.94 (d, J 
10 = 8.7 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.60-7.47 (m, 4H), 7.39 (s, IH), 7.19-7.17 
(m, 3H), 7.02 (s, IH), 5.06 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.44-2.42 (m, 2H), 2.16 
(s, 3H), 2.11 (s, 3H), 2.04 (t, J = 7.5 Hz^ 2H), 1.59 (d, J = 6.9 Hz^ 3H), 1.59-1.52 (m. 
2H)o 



15 Wim\% (10 4) 

4- (2- ( (2- (:^7^$' v>- 1— f;i/) rn/iy'-f;!/) r^y) -4 
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'y^^M y^-nd -y^yn. 

■-C0OH 



10 




TLC:Rf 0.62 (i'OD*;VA:^*'^-^V=9 : 1) ! 
NMR (SOOMIfeDMSO^) :<S 9.56(MH),8.31(d.J.8.1Hz,lH).7.94(d.J 
- 6 9 HZ. IH), 7.84-7.78 (m, 2H). 7^S.7.47 (m. 4HX 7.40 IH). 7.19 (bts, 2H). 
6.93-6.91 (n. 2H). 5.10 (s. 2H,. 4.70 I - 6.9 H.. IH). 2.88 ft! = 6.0H^ 2«ft 
233-2.50 (m.2H).2.44«.d.J = 8.7.5.4H^2H),2.05-157(,^4HX1.60(4J.6.9 

Hz, 3H), 1.59-1.52 (m, 2H)o 



ifgi ) « (10 5) 



4- (2- ( (2- (^7^vv-l->f^v) rn.^y>f^v) :^^^) 



I^COOH 



H 




15 TLC:Rf 0.62(^DD4^;i/A:^^^->'l^=9 • ^> ; 

NME (300MHz,DMSO.dJ :d 9.53 (s, IH). 8.30 (d, J = 8.1 IH), 7.94 (d, J 

= 7.5 Hz, IH), 7.83 (d, J = 7.8 Hz. IH). 7.62-7.45 (xn. 6H). 7.43-7.36 (n, 2H). 7.32 
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(m, IH), 7.20 (s, 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.48-2.41 (m, 2H), 2.03 
(t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.58-1.54 (m, 2H)o 

^^J8 (106) 

5 4- (2- ( (2- (:^7i$'i/>- 1— r;i/) yaji^^jv) -4 




TLC : Rf 0.59 (^7DD;}^;1/A : ^^yf--;v=9 : 1) ; 
N MR (300 MHz, DMSO-dj) : 6 9.55 (s, IH), 831 (d, J = 8.4 Hz, IH), 7.94 (d, J 
10 = 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 2H), 
6.63 (m, IH), 6.59 (m, IH), 6.52 (m, IH), 5.02 (s, 2H), 4.70 (q, J = 6.6 Hz, IH), 3.72 
(s, 3H), 2.49-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.59- 
1.51 (m, 2H)o 

15 fiaSgiJS (10 7) 

4- (2- ( (2- (r^7^$' 1 ->f;b) T'P/'iy ;i/) T^y) -4 

- (4-ai5=-;i'-2 h^i/7jcy^$^pi5=-;i/) 73:-;i/) 

f^^COOH 




525 



wo 03/016254 



PCT/JP02/08120 



10 



TLC : Rf 0.60 i^VUii^)VA : ^^y— ;V=9 : 1) ; 
NMR (300 MHz. DMSO-d,) : 6 9.54 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.95 (d, J 
= 7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.36 (s, IH), 7.17 (s, 2H), 
6.88 (d, J = 8.4 Hz, IH), 6.80 (d, J = 1.5 Hz. IH), 6.65 (dd, J = 8.4. 1.5 Hz, IH), 4.94 
(s, 2H). 4.69 (q, J = 6.9 Hz. IH), 3.72 (s, 3H), 2.52 (q, J = 7.5 Hz, 2H), 2.43 (dd, J = 
8.7, 5.4 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J - 6.9 Hz, 3H), 1.59-1.52 (m, 2H), 
1.14 (t, J = 7.5 Hz, 3H)o 

mmmfi (108) 

4- (2- ( (2- f>>v) :rp;iy>f;i/) r^^) -4 

- (4-T-fe^;vT^^-2-^nD:7:nydes/^^;v) :7 3iri;i/) 

r^COOH 



20 




T L C : R f 0.49 o : ^ — ;v= 9:1); 
15 NMR (300 MHz, DMSO-d«) : 6 9.95 (s, IH), 9.56 (s. IH), 8.31 (d, J = 8.4 Hz. 
IH), 7.94 (d, J - 8.4 Hz. IH), 7.83 (d. J = 7.8 Hz. IH). 7.76 (d, J = 2.4 Hz, IH), 7.61- 
7.47 (m, 4H). 7.39 (brs, IH). 734 (dd, J - 8.7. 2.4 Hz, IH), 7.19 (s, 2H). 7.13 (d. J = 
8.7 Hz, IH), 5.07 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 2.00 (s, 3H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m. 2H)o 



(10 9) 



4_ (2- ( (2- (:^7^v>-l->f;^) :rp>''<y>f;i/) r^^) -4 

526 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.62 (^7od;}x;1,A : ;i/=9 : 1) ; 

N MR (300 MHz, DMSO-d«) : 6 9.56 (s, IH), 831 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.47 (m, 4H), 7.39 (s, IH), 7.24-6.93 
(m, 6H), 5.08 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.40 (m, 2H), 2.35 (s, 3H), 2.04 
(t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)o 

siasggs (110) 

4- (2- ( (2- (:^7^5'^>- 1 -^;i/) rn/iy >r;i/) 7'^>') -4 
- (4-ri$'y-f;i/7aiy:^s^^5^;i/) 7a^ri;i/) :;^^>^ 




o 



TLC : Rf 0.62 ( n D tIx;!/ A : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-d,) : 6 9.55 (s, IH), 831 (d. J = 8.1 Hz. IH), 7.96-7.90 
(m, 3H), 7.83 (d, J = 7.8 Hz, IH), 1.61-1 Al (m, 4H), 7.40 (brs, IH), 7.19 (s, 2H), 
7.07 (d, J = 9.0 Hz, 2H), 5.12 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.91 (t, J = 7.2 Hz, 
2H), 2.44 (dd, J = 8.7, 5.7 Hz, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.68-1.52 (m, 4H), 1.60 
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(d, J = 6.9 Hz, 3H). 0.90 (t, J = 7.5 Hz, 3H)o 

mmms (ill) 

(2E) -3- (2- ( (4-^^;i/-2-7 3i-;i/^>^>'-f-'^) ^^^) 



TLC : Rf 0.39 (^7DDsJ^;1/A : ;V=9 : 1) » 

^gil8 (112) 

4- (2- ( (2- (4-:7;i/:tP:J-7^V>-l-^>'^) ^D^'^.^'f^V) 

-P^^) -4- (tf^v^-;v-l— f>>^^^>>i^) '^^-^^) yi'>^ 




T L C : R f 0.30 iW^^^M ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (s, IH), 9.51 (s, IH), 8.34 (d, J = 8.1 Hz, 
15 IH), 8.11-8.08 (m, IH), 7.77 (d, J = 2.1 H2i IH), 7.72-7.62 (m, 2H), 7.54 (dd, J = 8.1, 
5.7 Hz, IH), 7.42 (d. J = 2.1 Hz, IH), 732 (dd, J = 10.5, 8.1 Hz, IH), 7.15-7.10 (m, 
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2H), 6.95 (dd, J = 8.1, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.63 (q, J = 
6.9 Hz, IH), 238 (t, J = 7.8 Hz; 2H), 1.98 (1, J = 7.8 Hz, 2H), 1.58 (d, J = 6.9 Hz, 
3H), 1.54-1.49 (m,2H)o 

5 mmms a 13) 

3- (2- ( (2- (4-7;i/;^D:^7t?^>- l—f;!/) 7*D/sy-f;v) 




TL C : Rf 0.39 : mm^^J]/= 1:1. 0^%mm) ; 

10 NMR (300 MHz, DMSO-d«) :6 12.13 (s, IH), 9.64 (s, IH), 834 (m, IH), 8.10 
(m, IH), 7.74-7.61 (m, 2H), 7.54 (dd, J = 8.1, 5.7 Hz, IH), 7.36-7.17 (m, 6H), 6.99- 
6.88 (pa, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 2.72 (t, J = 7.5 Hz, 2H), 2.36 (t, J 
= 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H)o 

15 ^#IJ8 (114) 

3- (2- ( (2- i4--7;i^u±y^]y>-l-^j]/) 7°D>'iy ;i/) 
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TLC : Rf 0.33 (-v:Jff-> : 1 : Ix 05%m^) I 

NMR (300 MHz. DMSO-d,) : 6 12.12 (br, IH), 9.67 (bs, IH), 8.33 (m, IH), 8.09 
(n, IH), 7.71-7.60 (n, 2H). 7.53 (dd, J = 7.2. 6.6 Hz. IH), 7.34-7.22 (m, 2H), 7.17- 
7.07 (m, 2H), 7.04-6.95 (m. 2H), 6.55-6.44 (m. 3H), 6.17 (t, J = 5.7 Hz, IH), 4.63 (q. 
5 J = 6.9 Hz, IH), 4.16 (d, J = 5.7 Hz, 2H), 2.67 (t, J = 7.5 Hz. 2H). 233 (t, J = 7.5 Hz. 

2H), 1.58 (d, J = 6.9 Hz, 3H)o 



10 



ft (115) 



3- (2- ( (2- (4-7;b:4-n^7^v>-l-^;w) 7-n/-^y^;w) 

..COOH 



T L C : R f 0.19 (^N^t^V : §^^3^^;^= 1 : 2 . 0.5% 
NMR (300 MHz, DMSO-d,) : 6 12.12 (br, IH), 9.64 (bs, IH), 8.32 (m, IH), 8.09 
(n, IH), 7.76 (d, J = 2.1 Hz. IH). 7.73-7.61 (m, 2H), 7.53 (dd, J = 7.8, 5.7 Hz. IH), 
15 7.42 (d, J = 2.1 Hz, IH), 7.30 (dd, J = 10.5, 7.8 Hz, IH). 7.16 (d, J = 7.8 Hz, IH), 
7.13 (d, J = 1.5 Hz, IH), 6.95 (dd, J = 7.8, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IH). 52A 
(s, 2H). 4.63 (q, J = 6.9 Hz, IH), 2.67 (t, J = 7.8 Hz, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.57(d,J = 6.9Hz,3H)o 



20 ^»I8 (116) 

2- (2- ( (2- {4-y)\^^ti±-7^v>-i-^)^) r 
y) _4_:7 j.^^5/^5^;i/'<>i^>'^) 
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T L C : R f 0.56 D Dp}x;VA : ^ y —JV= 10:1) ; 
N M R (300 IVfflz, DMSO-d.) : d 9.79 (s, IH), 8.12-8.02 (m, 2HX 7.87 (m, IH), 
1 £1-1 SI (m, 3H), 7.47-7.11 (m, 7H), 7.06-6.87 (m, 5H), 5.02 (s, 2H), 435 (s, 2H), 
5 4.11 (s, 2H)o 

2- (2- ( (2- (4-7;V:^D:^7^l/>- 1 --f;i/) 7*D>'1>' -f^l^) 



10 




T L C : R f 0,60 (^ p D5fc;i/A : ^ ^ y — 10:1) ; 
N M R (300 MHz, DMSO-de) : 6 9.70 (s, IH), 8.26 (m, IH), 8.07 (m, IH). 7.79 (m, 
IH), 7.68-7.53 (m, 3H), 7.45 (m, IH), 7.41-7.21 (m, 5H), 7.16 (m, IH), 7.04-6.86 (m, 
5H), 5.03 (s, 2H), 4.62 (q, J = 6.9 Hz, IH), 4.27 (s, 2H), 1.48 (d, J = 6.9 Hz, 3H)o 

15 
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MS (118) 



2- (2- ( (4-^5^;i/-2-7x:^;V'^>^>'-f;V) T^^) -4-7 



COOH 




TLC : Rf 0.50 (^pn7jx;VA : pl^>'— ;V=9 : D 5 
NMROGO MHz, CDCis) • <5 8.15 (brs, IH). 8.00-7.94 (m, IH), 7.94-7.88 (m, IH). 
7.44-7.34 (m. IH), 7.32-7.02 (m. IIH), 7.00-6.90 (m, 3H), 5.02 (s, 2H), 4.20 (s, 2H), 
3.55 (t, J = 7.5 Hz, IH), ^00-1.30 (m, 3H), 0.85 (d, J = 6.0 Hz, 6H)o 



10 ^ f?ll8 (119) 

2- (2- ( (4-^^;V-2- (3, 5-i^^^;V:7:nri;p) ^^^^^ 

;v) T^^') -4-7a.^^s/^g=-;i/'^>i^>'i^) 



COOH 
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TLC : Rf 0.50 i^UU^)]/A : ;i/=9 : 1) ; 

NMR (300 MHzi CDOs) : 6 8.16 (bis, IH), 7.95 (d, J = 7.5 Hz, IH), 7.84 (brs, 
IH), 7.42-7.34 (m, IH), 732-6.90 (m, 9H), 6.81 (s, 3H), 5.02 (s, 2H), 4.25 (d, J = 
16.2 Hz, IH), 4.15 (d, J = 16.2 Hz, IH), 3.47 (t, J = 7.8 Hz, IH), 2.22 (s, 6H), 2.04- 
5 1.90 (m, IH), 1.66-135 (m^ IH), 1.50-1.30 (m, IH), 0.85 (d, J = 6.6 Hz, 6H) o 

^^J8 (12 0) 

2- (2- ( (2- (:h7^V>-l — f;i/) r-fe^^-;!/) :r^y) -4-7 

aiy^s^^5=-;i/^>s^;i/) ^JtS^ 



TLC : Rf 0.50 (^DD5^;UA : ^^^J^y— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : d 8.08 (s, IH), 8.00-7.89 (m, 2H), 7.82-7.73 (m, IH), 
7.72-7.66 (m, IH), 7.52 (brs, IH), 7.49-7-38 (m, 2H), 734-7.18 (m, 5H), 7.16-7.10 
(m, IH), 7.02-6.90 (m, 4H), 6.84-6.76 (m, IH), 5.01 (s, 2H), 4.09 (s, 2H), 3.88 (s. 



^^18 (12 1) 

3- (2- ( (4-^^;i/-2- (4-7;i/;^-D-3-.?<^;i/7ai^;i/) ^ 



10 




15 2H)o 
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COOH 



T L C : R f 0.41 (tJ? n d:*^;VA : ^ ^J? ^ 19:1) ; 

NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.80 (s, IH), 7.33-7.09 (m, 6H), 
7.00-6.90 (m, 4H), 4.98 (s, 2H), 3.62 (t, J = 7.7 Hz, IH), 2.70-2.55 (m, 4H), 2.25 (s, 
5 3H), 2.10 (m, IH), 1.74 (m, IH), 1.54 (m, IH), 0.95 (d, J = 6.6 Hz, 3H), 0.93 (d, J = 
6.6 Hz, 3H)o 

^^J8 (12 2) 

3_ (2- ( (4-^^;v-2- (3, 5-S^^^;V7 3ir:;i/) /^>^y>f 
10 ;i/) r^y) -4-7 3^y^^p<^;i':7ai-;v) :rD/^>iK 

^COOH 



TLC : Rf 0.30 (^^D-> :mk=^'^)V= 1:2); 
NMR (300 MHz, DMSO-d«) : 6 12.09 (s, IH), 9.51 (s, IH), 7.30-7.15 (m, 5H). 
6.99-6.84 (m, 6H), 5.00 (s, 2H), 3.79-3.74 (m, IH), 2.70 (t, J = 7.5 Hz, 2H), 232 (t, J 
15 = 7.5 Hz, 2H), 2.24 (s, 6H), 2.02-1.94 (m, IH), 1.54-1.39 (m, 2H), 0.93 (d, J = 6.0 
Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 
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mmms (123) 

3- (2- ( (4-^5^;i/-2- z-t^it^^^Oir 
5 :rpys>^ 




T L C : R f 0.50 (B^3:.5=-;i/) ; 

NMR (300 MHz, CDCI3) : 6 8.29 (s, IH), 7.82 (s, IH), 7.30-7.12 (m, 4H), 
10 6.97-6.93 (m, 3H), 6.61 (d, J = 6.0 Hz, 2H), 5.93 (s, 2H), 4.99 (s, 2H), 3.89 (s, 3H), 
3.58 (t, J = 7.5 Hz, IH). 2.70-2.64 (m, 4H), 2.12-2.02 (m, IH), 1.79-1.69 (m, IH), 
1.61-1.52 (m, IH), 0.96-0.93 (m, 6H)o 

TLC : Rf 0.35 (n-^=^p■!^> : B^Mj^5^;V= 1 : 2) o 

15 

8 (12 4) 

2- (2- ( (2- (:^:7^5'l✓>- 1 — ( )V) rn/^y-f ;i/) :r^y) -4 
- (2-^^;i/7 3i>':^s^^5^;i/) ^>e;;i/) ^m§® 
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TLC : Rf 0.26 (^^IJ-^ : |^m3^^;V= 2 : Ix 0.5%B^^) ; 
NMR (300 MHz, DMSO-d«) : 6 12.94 (bs, IH), 9,62 (bs, IH), 8.21 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.57-7.25 (m, 7H), 7.17-7.07 (m, 3H), 7.00-6.79 (m, 4H), 
5 5.03 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hz, 
IH), 2.15 (s, 3H), 1.48 (d, J = 6.9 Hz, 3H)o 

mmm 8 (125) 

2- (2- ( (2- (:^:7^ 1 — r;v) rn^iy^^v) T^y) -4 
10 - (2-c^DD-5-p«5=-;i'7iy^s/^5=-;i/) '^>s^;v) 




TLC : Rf 0.23 (^^ItV :H^^3i^;V=2 : Ix 0.5%g^^) ; 
NMR (300 MHz, DMSO-d^) : <5 12.94 (bs, IH), 9.64 (bs, IH), 8.22 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.58-7.25 (m, 8H), 7.15 (dd, J = 8.1, 1.5 Hz, IH), 7.06 
15 (d, J = 1.5 Hz, IH), 6.97-6.88 (m, 2H), 6.76 (dd, J = 8.1, 1.5 Hz, IH), 5.09 (s, 2H), 
4.65 (q, J = 7.5 Hz, IH), 4.29 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hx, IH), 2.26 (s, 
3H), 1.48 (d, J = 7.5 Hz, 3H)o 
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mmis (12 6) 

2- (2- ( (2- (:^7;5?V>-1 — f;i/) rD>'^>'-r;V) T^y') -4 



5 




TLC : Rf 0.17 :mm:^^JV=2 : 1. 0^%mm) ; 

N MR (300 MHz, DMSO-dj) ; 6 12.95 (s, IH), 9.63 (s, IH), 8.20 (m, IH), 7.91 
(m, IH), 7.83-7.76 (m, 2HX 7.57-7.25 (m, UH), 7.14 (dd, J = 8.1. 1.5 Hz, IH). 6.96- 
6.87 (m. 2H), 5.09 (s, 2H), 4.64 (q. J = 6.9 Hz. IH), 4.29 (d. J = 16.5 Hz, IH). 4.22 
10 (d,J=16.5Hz,lH),1.47(d,J = 6.9Hz,3H)o 

^^J8 (12 7) 

2- (2- ( (2- (±y^u>-l — f;v) rn/'?y-i';i/) ip^y) _4 
- (ifU$^>-3->f;i/:4-=^$^p<^;v) -<>^;i/) 



15 




T L C : R f 0.44 (mm^^^JK 0.5%fi^^) ; 
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NMR (300 MHz, DMSO-d,) : 6 12.95 (bs, IH), 9.75 (bs, IH), 8.31 (bs, IH), 
8.23-8.12 (m, 2H), 7.91 (m, IH), 7.82-7.75 (m, 2H), 7.57 (bs, IH), 7.54-7.24 (m, 8H), 
7.14 (m, IH), 6.96-6.88 (m, 2H), 5.09 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 4.29 (d, J = 
16.5 Hz, IH), 4.22 (d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 



iljfe^JS (12 8) 



10 T L C : R f 0.30 (@^^Ji5^;i/) ; 

NMR (300 MHz, DMSO-dj) : 6 12.10 (s, IH), 10.30 (s, IH), 8.29-8.26 (m, IH^ 
8.10-8.00 (m, 3H), 7.83 (dd, J = 7.2, 0.9 Hz, IH), 7.70 (d4 J = 7.8, 1.8 Hz, IH), 
7.65-7.58 (m, 3H), 7.52 (d, J = 8.1 Hz, IH), 2.78 (t, J = 7.8 Hz, 2H), 2.26 (t, J = 7.5 
Hz, 2H), 1.88-1.78 (m, 2H)o 

15 

mmms (129) 

7- ( (2- (i-y^\y>-i — r;i') 7-fe5^;i/) T^y) -2-^>^Jy 
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TLC : Rf 0.43 i^UO^i^JVA : ^—>\/ : i^^= 9 0:10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 10.56 (s, IH), 8.18 (d, J = 8.1 Hz, IH), lSn-l.Z\ 
(m, 3H), 7.70 (d, J = 0.6 Hz, IH^ 1.62-l.Ai (m, 5H), 7.26 (t, J = 7.8 Hz, IH), 431 (s, 
5 2H)o 

^^J8 (13 0) 

7- ( (2- (:^7^5'V>- 1— f ;V) yu?^J^)V) T^y) -2-^> 



10 




TLC : Rf 0.46 (tJ7Dn3^;i/A : ^ — ;i/ : fi^® = 9 0:10:1) ; 
N M R (300 MHz, DMSO-d<i) : 6 10.4 (s, IH), 8.32 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 8.4 Hz, IH), 7.86-7.78 (m, 2H), 7.69-7.45 (m, 6H), 7.27 (m, IH), 4.91 (q, J = 6.9 
Hz, IH), 1.58 (d, J = 6.9 Hz, 3H)o 

15 

^iS^J8 (13 1) 

7- ( (4-^5=-;V-2- (:J-7iJ'V>- l-^;i/) '^^^J^ ^ ;i/) IT'^y) 
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- 2 v*;i/3if>^ 




COOH 



TLC : Rf 0.48 (^UU^)VA : pC^y'-;!/ : 1^^= 9 0 : 1 0 : 1) ; 
N M R (300 MHz, DMSO-dJ : 6 10.5 (s, IH), 8.42 (d, J = 8.4 Hz, IH), 7.94 (d, J 
5 = 8.1 Hz, IHX 7.86 (d, J = 7.8 Hz, IH), 7.82 (d, J = 7.8 Hz, IH), 7.74-7.60 (m, 3H), 
7.58-7.44 (m, 3H), 7.27 (m, IH), 4.93 (m, IH), 2.12 (m, IH), 1.76-1.53 (m, 2H), 1.07 
(d, J = 6.3 Hz, 3H), 0.93 (d, J = 6.3 Hz, 3H)o 

mmm8 (132) 

10 2- (1- (2- 1— f;!/) rT-D tr:^r^;i/) -f>h--;i/-3 



TLC : Rf 0.29 (^57DD4^;i/A : p<i57y— ;i/= 1 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.62 (d, J = 8.4 Hz, IH), 8.18 (d, J = 8.4 Hz, IH), 
15 7.90 (d, J = 8.4 Hz, IH), 7.75 (d, J = 8.4 Hz, IH), 7.63 (m, IH), 7.53 (dd, J = 7.8, 7.8 
Hz, IH), 7.46-7.25 (m, 5H), 7.15 (s, IH), 5.18 (q. J = 6.9 Hz, IH), 3.54 (d, J = 17.1 




COOH 
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Hz, IH) 3.46 (d, J = 17.1 Hz, IH), 1.73 (d, J = 6.9 Hz, 3H)o 

mmma a 3 3) 



T L C : R f 0.33 DD \ J — ;i/= 19:1) ; 
NMR (300 MHz, CDO,) : S 8.00 (d, J = 8.4 Hz, IH), 7.89 (d, J = 8.4 Hz, IH), 
7.79 (d, J = 7.8 Hz, IH), 7.75 (d, J = 8.1 Hz, IH), 7.60-7.35 (m, 5H), 7.18 (dd, J = 
7.5, 7.5 Hz, IH), 7.08 (dd, J = 7.8, 7.8 Hz, IH), 5.37 (q, J = 6.6 Hz, IH), 3.63 (s, 2H), 
2.48 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

^^J8 (13 4) 

3- (1- (2- 1— r;i/) Tu^d-^ir—ys/^ ^>K-;i/-3 
— r;i/) 7*0 /I >^ 




COOH 




TLC : Rf 0.22 (:i7DD7ft;i/A : p^tJ^y'— ;i/= 1 9 : 1) ; 
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NMR (300 MHz, CDCU : 6 8.60 (d, J = 7.8 Hz, IH), 8.20 (d, J = 8.1 Hz, IH), 
7.92 (d, J = 7.8 Hz. IH), 7.76 (dd, J = 7.5, 2.1 Hz, IH), 7.67 (m, IH), 7.57 (dd, J = 
7.5, 7.5 Hz, IH), 7.46-7.24 (m, 5H), 6.95 (s, IH), 5.14 (q, J = 6.9 Hz, IH), 2.88-2.73 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 1.74 (d, J = 6.9 Hz, 3H)o 



^#J8 (13 5) 

3- (2-p«5=-;v-i- (2- (:h7^v>-i— r;i/) 7-pl^:t-;i/) 
>l<-;i/-3->f;i/) yuA>B. 

COOH 



10 TLC : Rf 0.46 (i;7aD5^;vA : ;v= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.00 (d, J = 8.1 Hz, IH), 7.89 (d, J = 8.1 Hz, IH), 
7.84 (d, J = 8.1 Hz, IH), 7.75 (d, J = 8.1 Hz, IH), 7.60-7.34 (m, 5H), 7.18 (dd, J = 
7.5, 7.5 Hz, IH), 7.09 (dd, J = 7.5, 7.5 Hz, IH), 538 (q, J = 6.6 Hz, IH), 2.94 (t, J = 
7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.46 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

15 

mmms (i 3 6) 

3_ (6-s^ry'-i- (2- (^7^v>- 1— r;i') ruif:r-;i/) 



5 
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COOH 




TLC:Rf 0.44 Wm:i^'^JV:mm= 1.0 0 : 1 00 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.72 (s, IH), 8,30 (d, J = 8.7 Hz, IH), 7.98 (d, J 
= 8.1 Hz, IH), 7.85 (d, J = 7.5 Hz, IH), 7.81-7.77 (m, 2H), 7.69-7.55 (m, 3H), 7.47- 
5 739 (m, 2H), 5.59 (q, J = 6-9 Hz, IH), 2.86-2.67 (m, 2H), 2.53-235 (m, 2H), 1.64 (d. 
J = 6.9H2,3H)o 

##^J1 6 



o 



10 




NMR (300MHz; CDQj) : 6 8.02^.01 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.41- 
15 737 (m, IH), 4.71 (s, 2H), 3.93 (s, 3H) » 
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##0ai 6-ei5Bgbfc'fb-^ (3.66g) (DJ^^b^5^V> (2 0ml) m^^. 
5 (l.92in 1 ) %iD^> m-^^ 1 0 ^mWi^ bfco air>m-^tC7jc?feija;l. 

7j<f^<b:^b';'i?A (5 2 Smg, 63.1%) ©N, N-2^^^;V*;i^i^:^5. K 
(5ml) !S«imi=:73iy-;i/ (1.30 g) ^M^s M-^^^U-^ 

0ml) mm^mx. ^^a-eio^rajt#bfco s/fem-^fc^ i N^m^iia 

15 N M R (300MHz, CDCI3) : 6 8.08 (s, IH), 7.82 (d, J = 8.1 Hz, IH), 7.48-7.45 (m, 
IH), 7.33-7.28 (m, 2H), 7.02-6,94 (m, 3H), 5.05 (s, 2H), 3.93 (s, 3H)o 

8 

2- (:^7^^>-2— r;vp<5=-;i/) -4-7aiy'ips/p{^;v'<>s^;v:?'>'v 

20 ^3— ;i/ 
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7";Vrf>#H^Tx ffiifi (7 10mg) ^7^h^tKn7^> (2ml) 

5 (i.20g) ©^h^t h'p:7^> Oml) «i^?STU Wk^^^ 

is^JfVp ^ -7 x.u'\z> (i 5 img) ©T^h^t Kd7^ 

> (2ml) ^K:. #%«?iJ1 T-eMBLife-fb-^ (l.oog) ©T^h^t Kp 
10 (3ml) ^^aD;tfe^> J:ia-CSiMUfc^M^^JD;?.;fe<, MM 

2- {2-±y^}\/;<^)v) - 4 - -p ^s^jA^)]y^Mmm^^?i^^nrzo 

15 7';nf>#BB^Tx 0'C"t?7-K5^<tiU^t>AT;i/^-«i7A (2 0 6mg) © 

(2ml) SS^^SlJi. ±fB-CiiSt bfe2 - (2-:^7 
P<^;i/) -4-7i>'^r^p«^;i/^m«^^^;i/©^a::^;i'ai— (3m 
1) -T^h^t Kn7^> Oml) ^?S:&?^TUfco ^S-^^ 3 O^P^m 

(9 7 4mg) ^fifeo 
NMR (300MHz, CDQa) : (5 7.82-7.71 (m, 3H), 7.53-735 (m, 5H), 7.30-7.25 (m. 
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4H), 6.98-6.93 (m, 3H), 5.04 (s, 2H), 4.69 (d, J = 4.8 Hz, 2H), 4.26 (s, 2H), 1.46-1.44 
(m, lH)o 




##^J 1 S-CMjigbfe-fb-a^ (9 7 4mg) ©B^^3i5^;V (5ml) mWi 
fcl, T;i/=f>#HMTN 0'CT?2;^5^;V:^;V7^=^5/h* (Iml). bU3:.5^ 
10 ^ > (1.17m 1 ) J:tm®^^ U ( 6 7 1 mg) *ilP^^ m-^?^^ 

m-ei^Km#bfeo ^mn-^i^yk^m^. g^Kai^;v-c*Affibfco ^ 
mm^m-r^mm'fh-^ (s ? img) ?fe#feo 

15 N M R (300MH2, CDCO : d 10.27 (s, IH), 7.90 (d, J = 7.5 Hz, 1H> 7.80-7.70 (m, 
3H), 7.53-7.25 (m, 8H), 7.00-6.92 (m, 3H), 5.10 (s, 2H), 4.62 (s, 2H)o 

(2E) -3- (2- (:^71$' V>-2— r;i/.??^;i/) -4-73i>':^^^ 

20 -2-7'D'^>M 
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COOH 



cr 



mmmi9X-W^\^t^<b^ (8 7 Img) ©IfUe^V (5ml) m&i^. 
x'D>^ (5 7 4mg) 43J:tFlf^U2^> (0.16ml) ^mX. 1 2 

-t^mmit-^ (8 1 omg) *^feo 

T L C : R f 0.60 (g^^a:5^;V) ; 

N M R (300MHz, C3DCa3); 8.17 (d, J = 15.6 Hz, IH), 7.80-7.65 (m, 4H), 7.52 (s, IH), 
10 7.44-737 (m, 3H), 7.31-7.25 (m, 4H), 6.99-6.93 (m, 3H), 635 (d, J = 15.6 Hz, IH), 
5.05 (s, 2H), 4.31 (s, 2H)o 

(1) -^mm&iS (6) 

mmiQ (1) 

(2E) -3- (2- i±7^U>-2—fJ)/jX.^)i) -4- (If^V— ;i/ 

- l-'f;!/.?*^;!/) 7 3:::i;i/) -2-:rD't.>^ 
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COOH 



T L C : R f 0.50 (mm^'^JV) o 

mmmd (2) 

5 (2E) -3- i2-^>Z^)V- 4 -y -2-r 



TLC : Rf 0.24 (^nD*;i/i>. : ^^5^^— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.10 (4 J = 15.9 Hz, IH), 7.64 (d, J = 8.1 Hz, IH), 
10 7.40-7.10 (m. 9H), 7.00-6.93 (m. 3H), 6.34 (d, J = 15.9 Hz, IH), 5.06 (s, 2H), 4.15 (s, 
2H)o 

^^J9 (3) 

3- (2- (i'y^]y>-2-^;]y^9-)V) - ^-y :slJ 3l=. 

15 7'D>'i>^ 
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T L C : R f 0.65 (fif®x.^;V) ; 

NM R (300 MHz, DMSO-dg) : <y 12.10 (s, IH), 7.87-7.75 (m, 3H), 7.58 (s, IH), 
7.49-7.41 (m, 2H), 7.31-7.22 (m, 6H), 6.97-6.89 (m, 3H), 5.02 (s, 2H), 4.18 (s, 2H), 
5 2.84(t,J = 8.1Hz,2H),2J9(t,J=8.1Hz,2H)o 

^^J9 (4) 

3- (2- (:^7^5'L'>-2 — r;v^5=-;v) -4- (t:^\/— — r;i/ 



10 




T L C : R f 0.45 (B^^3^5^;i/) ; 

NMR (300 MHz, DMSO-dJ : d 12.08 (s, IH), 7.87-7.76 (m, 4H), 7.56 (s, IH), 
7.48-7.41 (m. 3H), 7.27 (dd, J = 8.1, 1.5 Hz, IH), 7.17 (d, J = 8.1 Hz, IH), 7.08 (s, 
IH), 6.99 (dd, J = 8.1, 1.5 Hz; IH), 6.22 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.14 (s, 2H), 
15 2.80 (t, J = 7.8 Hz; 2H), 2.36 (t, J = 7.8 Hz, 2H)o 



549 



wo 03/016254 



PCT/JP02/08120 



mmm9 (5) 

(2E) -3- (2- (3-7air:;vrnl^;i/) -4- 



5 TLC : Rf 0.35 (^^"^^ : l^^3i5^;V= 1 : 1^ 0,5%!^^) ; 

NMR (300MH2,CDCg : 6 8.01 (d, J = 15.9 Hz, IH), 7.59-7.53 (m, 2H), 7.40 
(d, J = 2.1 Hz, IH), 7.32-7.25 (m, 2H), 7.22-7.14 (m, 3H), 7.08-7.02 (m, 2H), 6.35 (d, 
J = 15.9 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.32 (s, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.66 
(t, J = 7.5 Hz, 2H), 1.89 (m, 2H)o 

10 

^jil8^J9 (6) 

2- (2- (3- (:h:7^ W-2->f;i/) 7'Dl^;V) -4- 

- 1— f;v^5=-;v) 7 31 y dpi/) 

^O^ ^COOH 



15 TLC : Rf 0.20 i^uU^^^VA : p^^/'— ;V= 1 0 : 1) o 

(2E) -N-7 3:r:;v;^;i/7i^r:;v-3- (2- {i-y^U>-2-—()\^;^ 
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mSm9l^mMV^^t^ (2 00mg) on, N-i^;>f-^JV:^JVA7'^ 
K (1ml) ^fc. ^>H?>x;i/3^>7'^ K (12 0mg). 1 

-3- [3- ya\f)V2 itjjv^^t^^ • mmm (i 4 

5 6mg) 43J:t5e^^^;i/T$y l^US^> (19mg) ^iP^. M-^^mU 

^^■rs^MYb-^ (1 5 Img) ^^t^o 
10 TLC :Rf 0.55 (n-^^1^-> : i^^ai^;i/= 1 : 1) ; 

NMR (300MHz, DMSO-d,) ; 6 12.27 (s, IH), 7.94-7.22 (m, 18H), 6.97-6.89 (m, 
3H), 6.46 (d, J = 15.6 Hz, IH), 5.10 (s, 2H), 4.26 (s, 2H)o 

g^^J 10(1) -^^J 1 0 (2 2 5) 
S^^JIO (1) 

N-p<iy;i/-3- (2- (2- (:^7^$'l/>-2 — T^V) :nh:;|ri/) -4- 
20 (tr^\/— 1— 7^1— ;i/) rD/i^T*^ K 
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TL C : Rf 0.39 : WFWi::^^)^= 1:1); 

NMR (300 MHz. CDO,) : 3 7.89-7.78 (m, 3H). 7.70 (s, IH), 7.55-7.35 (m. 5H), 
7.04 (d. J = 7.8 Hz, IH), 6.72 (m. 2H). 6.28 (t, J = IJ Hz, IH), 5.26 (s. 2H). 4.29 (t, J 
= 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.04 (s, 3H), 2.78 (t. J = 7.2 Hz, 2H), 2.10 (t, 
J = 7.2Hz,2H)o 

mmmio (2) 

N-7.c-;i/x;v^r:;v-3- (2- (2- (i-y^v>-2-^ )V) ^^b 
^,^) _4_ (tf^>/-;i/-i-^;v^g^;v) rn^'-^^r^h' 




T L C ; R f 0.44 : M3i^;V= 1:1); 

NMR (300 MHz, CDCU : 6 7.95-7.75 (m, 5H), 7.68 (s, IH), 7.64-7.35 (m, 8H), 
6.90 (d, J = 7.5 Hz, IH), 6.67 (s, IH). 6.62 (d, J = 7.5 Hz. IH), 6.28 (t, J = 2.1 Hz, 
15 IH). 5.24 (s, 2H), 4.25 (U = 63 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.69 (t, 1= 7.5 Hz, 
2H), 2.05 (t, J = 7.5 Hz, 2H)o 
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^^JIO (3) 

N-7i— ;i/:^;i/3f;-;i/-3- (2- ( i3-^^j]^y^j\^) itjjw^^^jv) 




5 T L C : R f 0.37 (^^^> : if^3^5^;b= 1:1) ; 

NMR (300 MHz, CDCQ : 6 7.94-7.88 (m, 2H), 7.56 (m, IH). 7.48-7.40 (m, 3H), 
7.38-7.28 (m, 3H), 7.16 (d, J = 7.2 Hz. IH), 7.04-6.95 (m. 3H). 6.03 (m, IH), 5.03 (s, 
2H)> 3.56-3.46 (m, 2H), 2.97 (t, J = 7.6 Hz, 2H), 2.66 (t, J = 7.6 Hz, 2H), 1.70 (m, 
IH), 1.58-1.49 (m, 2H), 0.98 (d, J = 6.6 Hz, 6H)o 

10 

mmmi o (4) 

N-'7:ii—j],:^jv^-;v-3- (2- ( (3-^5^;i/-i- (4-:7;i/;i-n 
73i-;i/) :/^)\^) *;wt^>r;i/) -4 -:7 3:yd|p^;,?^;i^:7 3i-;i/) irn 



15 




T L C : R f 0.40 : g^^ai5^;i/= 1:1); 
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NMR (300 MHz, CDCI3) : 5 10.15 (s, IH), 7.91-7.88 (m, 2H), 7.59-7.53 (m, IH), 
7.47-7.30 (m, 8H), 7.15-6.95 (m, 6H), 6.27 (d, J = 8.1 Hz, IH), 5.25 (q, J = 8.1 Hz, 
my, 5.02 (s, 2H), Z95-2.78 (m, 2H), 2.57-2.51 (m, 2H), 1.86-1.52 (m, 3H), 1.02- 
0.99 (m, 6H)o 

5 

^^JIO (5) 

N_pi^;v_3- (2- ( {3-^^)1^-1- (4 -7;i/:tD 7 xn;i/) 



10 TLC : Rf 0.52 (i'nnJ^;i/i^ : P<^5'>'— >>^= 1 9 : 1> J 

NMR (300 MHz. CDCg : d 7.45-7.22 (m, 7H), 7.09-6.93 (m, 6H), 5.86 (m, IH), 
5.19 (m, IH), 5.02 (s, 2H), 3.05-2.85 (m, 2H), 2.68 (d, J = 4.5 Hz, 3H), 2.52 (t, J = 
7.5 Hz, 2H). 1.81 (m, IH), 1.73-1.53 (m, 2H), 0.98 (t, J = 6.6 Hz, 6H) o 

15 ^^110 (6) 

N- (tf';s^>-2-^;i/) -3- (2- ( (3-.^5^;v-i- (4-7;v 
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cr 




TLC : Rf 0.40 i^^V-> : g^®^^5^;V= 1:1) 5 
NMR (300 MHz, CDCI3) : 6 8.28-8.25 (m, IH), 8.16-8.10 (m, 2H), 7.71-7.64 (m, 
IH), 7.45-7.27 (m, 7H), 7.04-6.94 (m, 6H). 6.87 (d, J = 8.1 Hz, IH), 5.24 (q, J = 8.1 
5 Hz, IH), 5.02 (s, 2H), 3.15-2.98 (m, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.88-1.78 (m, IH), 
1.74-1.57 (m, 2H), 1.00-0.97 (m, 6H)o 

^^Jl 0 (7) 

N- (4- h ';7;i/;^Dp<^;i/:7:ii^;i/;;^;i/;j>ri;i/) -3- (2- ( (3- 
10 ^5^;i/-l- (4-7;i/:^D:7 3ir:;i/) rr^^-;!/) :ij>>w^^-<;i/) -4-7ac 




F 
F 



TLC : Rf 0.60 (e7DD>f!;i/A : y<^>^—J]/= 1 0 : 1) o 
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^^110 (8) 

N- i±y^\yy-2--()ly^)^-^-=-f^) "3- (2- ( (3-p«^;i/-l 




TLC : Rf 0.62 ii^uuMl^ : ^^5^^— <'1^= 1 0 : 1) o 
^fi»llO (9) 

N_ (3_^pn-4-^^;v:7 3;-;vx;vjJ^-;v) -3- (2- ( (3- 



CI 




T L C : R f 0.62 n n;^;i/A : pi ^ — ;V= 10: 1 ) o 



556 



wo 03/016254 



PCT/JP02/08120 



^^JIO (10) 

N- (4-3i5^;i/7 3i-;i/;^;i/3}x-;i/) -3- (2- ( (3 -><5^;i/- 1 - 
5 ^i:^;^) 7'D/"?>7'^ h* 



TLC : Rf 0.64 {i7UU-^)VL. : pi^y— ;i/= 1 0 : 1) „ 

mmm i o (id 

10 N-t h'adp>>-3- (2- ( (3-^5^;i/-l- (4-7;i/:*-D7a:^;i') 

o 





T L C : R f 0.60 (mm:r.^J\y) o 



15 mmio_ii2i 



557 



wo 03/016254 



PCT/JP02/08120 




5 TLC : Rf 0.80 (^DD*t;VA : ^^5'^-;^= 1 0 : 1) o 



gg ffi^l 10 (13) 

N- (4-^i^;v7a.n;v::^;v4^-;v) -3- (2- ( {3-^'^)V-l- 
10 rp/i>T^ y 



o 




TLC : Rf 0.61 (^pp:^;^A : ^^^-;^= 1 0 : 1) o 
^ffefi|1 0(14) 

558 



wo 03/016254 



PCT/JP02/08120 



N- ( (1, V ri^—jV- 4 ;V) :^)VTt^=.)V) -3- (2- ( (3 




5 TLC : Rf 0.80 (^DD/fc;i/A : ;i/= 1 0 : 1) o 
jiatS^J 10 (15) 

N- ( (1, i'-t::7^r:;v-2— r;v) -3- (2- ( (3 

-p«5^;i/-l- i4-:7;]/:^u:7 3i—;i/) ibjw^"^^;]/) -4-7 




TLC : Rf 0.57 (^DD7j^;i/A : ^^57^— 10: 1) o 



559 



wo 03/016254 



PCT/JP02/08120 



^^Jl Q (16) 

N- (3, 4-i^7;i/:rD7 3i-;i/;^;i/7i^-;i^) - 3- (2- ( (3-^5^ 

5 J/^5=-;i/7 3i-;V) rD/'-^^T^ 



TLC : Rf 0.57 (^nn5j^;PA : ;i'= 10: Do 

^^110 (17) 

10 N- (2, ^-V^MViy :r.=.)\/7s)\^iir--)V) - 3- (2- ( (3-^^ 
;i/-l- (4-7;i/:rn7:t:zi;v) ::^5=-;v) :^3;w'?^-f;v) -4-7aiy^ 
;v) yxD^'^TXY 





560 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0^5 i^uu:^)V2x : ;i/= 1 0 : 1) o 

mmmio a s) 

N- (2, 5 ::L-)V:7.JVn^—jV) - 3- (2- ( (3-^5=- 




TLC : Rf 0,59 (^'nn7fc;i/A : ^-S^y—jv- 10: Do 

10 ^^JIO (19) 

N- (2, 5-5^;»< h^r^7ai^A:^;i/3^-;i/) -3 - (2- ( (3-^^ 




561 



PCT/JP02/08120 

WO 03/016254 



TLC : Rf 0.52 (^dp4^;1/A : ^^^-''^^= 1 ^ : 1) 



10 (20) 




TLC : Rf 0.78 (<^nD>J^;i/A -.^^^-^V-l 0 : 1) 



10 ^^'1 Q ^2 1) 

N- (7^>-2->f;v:^>'V>l.^>'^) -3- (2- ( (3-^5^;V-l- (4 
-7;v:4-n7x::.;v) *;w^^'<^i^) - 4 -7xy ^>>^^;w:7x 




562 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.61 (^nD7fc;i/A : ;i/= 1 0 : 1) o 

^^JIO (2 2) 

N- (5^:^-7 31 >- 2 — ( )Vy^?Vyh—)]/) -3- (2- ( (3-p«^;i/-l 

5 - i4-y)]/:tti-7 j^—j'u) :*;;w^^-f -4 -7 3ly:i^^S/'^5=- 




TLC : Rf 0.62 {^uu-^)\^2^ : pi^^— ;v= 1 0 : 1) o 

10 10 (23) 

N- (7-<57DD^>y:7^1f>-4 — ( -3- (2- ( (3 
-p?^;i/-l- (4-7;i/:rn7ni^;v) *;wt^-f;i/) -4-7 




563 



PCT/JP02/08120 

WO 03/016254 



TLC : Rf 0.56 (^DDJ^^VA : ^^J-y\f^ 10:1) 



10 (2 4) 



N- (3, 4-s;^DD7 3i-;vx;v>}^-;i/) -3- (2- ( (3-^5^;v 




TLC :Rf 0.70 (^DD;}^;^A : p« >'->'^= 1 0 : 1) 



10 ^IfeMlQ (2 5) 

N- (4-^ bdps/7:c-;vx^;v4^-;v) -3- (2- ( (3-^5^;v-i 
_ (4_7;v:^a7a::-;v) iT^^v) *;wi^'f;v) -4-:7aiy^s^p^^ 




564 



wo 03/016254 



PCT/JP02/08120 



T L C : R f 0.61 D D7l^;i/A : ^ ^ y — ;v= 10: 1 ) o 

mmm i o (26) 

N- (3 -^^;V37ai-;i/;^;i/7}x-;v) -3- (2- ( (3-^5^;i/-l- 



T L C : R f 0.65 n n^;i/A : ^ ^ y — ;V'= 1 0 : 1 ) o 

10 mmiO (27) 

N- (2-7;^3^P7 3lr:;|/;^;^7l^-;l/) -3- (2- ( (3-p?^;i/-l 




a 



o. 




565 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.62 (^aD*j;VA : pt^y'— ;V= 1 0 : 1) o 



^miO (2 8) 

N- (4-5>'T>'7*-;v:^;v't^->'v) -3- (2- ( (3-p?^;v-i- 



TLC : Rf 0.59 {^X2U^)]/A : ^15^^—;^== 10: Do 

10 ^mm^ o (2 9) 

N- (3-i;'T^7a.-;v:^;v5^:^;i/) -3- (2- ( (3-^5=-;v-i- 





566 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.59 (^DD3^;i/A : ;i/= 1 0 : 1) o 

mmmio oo) 

N- (2-i^DD-4->>7^y :7a:-;i/:;;;i/:tc— -3— (2- ( (3- 




TLC : Rf 0.61 (:e7DD7jx;i/A : ^^J?^— ;i/= 1 0 : 1) o 

10 lias^Jl 0 (3 1) 

N- (3-p< hdp$x:7 3i-;i/:;^;V:1x-;i/) -3- (2- ( (3-^5^;i/-l 
- (4-7;i/:rn:7ac-;i/) :fy^w^^^j]/) -4-17 a^^f^t^^^ 




567 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.58 (^tiD4^;VA : /^x'— ;V= 10: 1) 



10 (3 2) 



N- (4-yh:^>>7^~;v:;^;w5^-;i/) -3- (2- ( (3-^5^;v-l 




TLC : Rf 0.65 (^DD*;VA : j?<^y— 10:1) 



10 ggM^llQ (3 3) 

N- (4-7;V:tP7 3i-;i/7.;V7^n;v) - 3- (2- ( (3-^5^;^-l 
- (4-7;v;^D7ai-;v) >^5^;i/) *;w^^-f;v) -4-7a.y:3ei/pt5=- 
;i/7 3i-;v) rP>''^>T^ 




568 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.68 (^5^ P D5i^;i/A : p^tJ^y— ;i/= 1 0 : 1) o 
^^JIQ (34) 

N- (2-;j7DD — 6— ^^;V7a:n;i/>^;i/7j%-;i/) -3- (2- ( (3- 




T L C : R f 0.67 (i7UU 4>;i/A : ^ ^5^ y — ;i/= 1 0 : 1 ) o 

10 ^^JIO (3 5) 

N- (2- h U7;i/ahDp?5^;v7 3i-;i/x;i/>^n;i/) -3- (2- ( (3- 




569 



PCT/JP02/08120 

WO 03/016254 



TLC ; Rf 0.62 (^ap>^;VA:^^J'^-;v=10 : 1) o 



|1 Q (3 6) 

N- (3-h07;V:rP>i^>'V7x-;i/::^;i/>^-;v) -3- (2- ( (3 




TLC : Rf 0.67 {i^UUMI:^ : pl3?y-;V=10 : 1) » 



10 ^#fai1 0(3 7) 

N- (4-7-nif;i/7:n-;vx;v7^r:;v) -3- (2- ( (3-^5-;^-l 
- (4-7;v:a-n7a.ri;i/) :^j;wi^>f ;w) -4-7:3.y:^s-^5^ 



a* 




570 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.71 (^DD7i%;UA : ^^S^y— ;i/= 1 0 : 1) <> 

mmm i o ( 3 8 ) 

N- (4 — ( vyuif^Vy j^:=.)\/:^)V:^=.)]/) -3- (2- ( (3-;>?^;i/ 



TLC : Rf 0.69 (^DD7^;i/A : ^^y— ;i/= 1 0 : 1) o 

10 mmm i o (39) 

N- (!^:7^i/>- 1— r;i/:^;i/3tc-;i/) -3- (2- ( (3-^5^;i/-i 




0° 



Cr 



.0. 




571 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.76 (^DD>^;i/A : pt^y'— ;i/=l 0 : 1) o 
mmmio (4 0) 

N- (4->^^;i/>'3.-;i/>^;v>^-;v) -3- (2- ( (3-^5^;v-l- 




TLC : Rf 0.71 (^^DP^fc^l/A : ^^y-;V=l 0 : 1) o 
10 ^jf^fgiH 0 (4 1) 

- (2- ( (3-^5=-;v-i- (4-7;v:;rp7a.-;v) :*>'wn*^ 



572 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.58 (^niD5fv;i/A : ^^y— ;i/= 10: Do 
10 (42) 

5 ;i/::^;i'Jltn;i/-2- (2- ( (3-:>^^?v- 1 -y 




T L C : R f 0.65 imm^^^l^ : ^— ;V= 5 : 1 ) » 

10 ^fflj 10 (43) 

N-7acr:;i/;;^;i/;f;-;V-2- (2 - ( ( 3 1 -37 a^^;!/:;/^;!/) 

A;w'^^-f;v) -4- (2-^5=-;i/:7 3iy#i/^5=-;v) :7 3i^:^^5^) T'-fe h 

573 



wo 03/016254 



PCT/JP02/08120 




X) 



TLC : Rf 0.65 mm:i^^)^ : : 1) o 

.mfg'llO (4 4) 

N-7 3.^;vx;i/>i^=;v-2- (2- ( (3-^^;v- i-:7a 



TLC : Rf 0.60 {mm:^^^^ ^9J-r^^^ - D <> 



^mmA 0 (4 5) 

N- (5-7«^;i/7^>-2— f;v;^;v'}^-''i') - 3- (2 
(4-7;v:4-n7x-;v) :7^;v) *;wn-^^;v) 



( (3-^5^ 
4-7xy ^ 




10 



574 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.80 (^J^Dn7^;i/A : pttJ' >'—;!/= 1 0 : 1) o 

mmm i o (46) 

N- (5^:^7a:>-3— f -3- (2- ( (3 1 




TLC : Rf 0.80 i^UUTi^)VA : 1 0 : 1) o 

^^Jl 0 (4 7) 

N- (7^>-3— f;i/::^;i/;j^— -3- (2- ( (3-^5^;i/-i- (4 



575 



wo 03/016254 



PCT/JP02/08120 



TLC:Rf 0.78 (^nn>l^;vi^ : ^-''^= ^ « • 1> 



... .f^n Q (4 8)... 

o r> 



10 




TLC:Rf 0.60 (<?nn7l>;i/A:^<5'>'-^V'-10 • 1> 



11 0 (49) 

N- (3, 5-^:^.^^;v^v^w^>^-;v-4-^;vx;v4.r.;v) -3- (2 
_ ( (3-.^^;v-l- (4-7;v^n7-^;v) ^^;v) ^^VA'^-f^v) 



576 



wo 03/016254 



PCT/JP02/08120 



a' 




TLC : Rf 0.80 (^^Dn*;i/A : ;i/= 10: 1) o 

mmmi o (s o) 

5 N-^>i?;i/:?^;i/^^— ;i/-3 - (2- ( (3-;<5^;i/- i - i4-y j]y:tu 



T L C : R f 0.81 D D:t:;i/A : pi ^ y — ;i/= 10: Do 

10 

^^JIO (51) 

N- (5-i?pt9^;l/7'^y:^7^^>- 1— f;i/x;v3^— -3- (2- 




577 



wo 03/016254 



PCT/JP02/08120 




TLC:Rf 0.66 (^Dn>^;VA :p«^>'-''^=10 : D 



gil^^ll 0(5 2) 
5 N- (4-T-te5=-;vr^^7:cr:;v;:^;V*:-;W -3- (2- ( 

H 

Y 




10 



TLC : Rf 0.80 (^^DP3}^;VA : 1 0 : 1) o 

^ ^fiailO (5 3) 

N- (4-^nP7^-;vx;i.>l^-;v) -3- (2- ( (3-pi5^;v-l- 
(4-7;v;rn7airi;v) ::^5=-;v) *;vn^^;v) -4-73.^:^$/^^^;^ 



578 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.80 (^nuTi^JVA : p< ^ — ;P= 1 0 : 1 ) o 

mmmio (54) 

5 N- h^t^:^JV^—JU7 3L—jv:7.j]/^=i;]/) -3- (2- ( (3- 




T L C : R f 0.79 (i^ D D3jt;bA : ^ ^ — ;i/= 1 0 : 1 ) o 

10 

m&m 10 (55) 

N- (3- (3 -^5^;i/-5 -^^Vtf^v^— 1 — r;i/) 7 
;Jx-;i^) -3- (2- ( (3-^^;i/-l- (4 -'7;]y:ttiy 



579 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.79 (^nn3^;i/A : ^^y— ;v= 1 0 : 1) o 
mmm\io (5 6) 

N_ (7^h^>/-;i.-5-^;V) -3- (2- ( (3-^5^;V-l- (4- 




TLC : Rf 0.65 (g|KJi5^;V:^i5'>'->'^=3 : D » 

10 

ifelite^llO (5 7) 
(2E) -li-y :c=.)V7.;Vt^=-)V-3 - (2- ( (3-^5^;^-!- 

^;i/y^5^;v) *;w>*^-r;v) -4-7=y=3e>>^5^;i/7 3.-;v) - 2- 

580 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0^7 (^Dn3h;i/A : ^^y— ;i/= 1 0 : 1) o 

mmmio (ss) 

5 N- (l^U$^>'-2 — f;i/) -3- (2- (4-p<5=-;V- 2 -7 31— 



T L C : R f 035 (^=^-y-> : i^^ai5=-;i/= 3 : 1 ) » 

10 mm 10 (59) 

N- ;i/-5 — f;v) -3- (2- (4-^5^;i/-2-7 3:— ;i/ 




581 



wo 03/016254 



PCT/JP02/08120 



0° 




T L C : R f 0^ iWm^^}^) o 



mmmio (6 0) 



5 N-7 3.^;v;^;v4^->'i^-3- (2- (2 - {±y^v>-2-^)}y) 



T L C : R f 0.41 (^:3p-tJ-> : g^m3i9=-;V= 2:1) ; 
N M R (300 MHz, CDCI3) : 6 7.95-7.77 (m, 5H), 7.70 (brs, IH), 7.63-7.40 (m, 7H), 
733-7.27 (m, 2H), 7.00-6.93 (m, 5H), 6.81 (m, IH), 4.99 (s. 2H). 4.34 (t, J = 6.3 Hz, 
2H), 3.27 (t, J = 63 Hz, 2H), 2.73 (m, 2H), 2.10 (m, 2H)o 

mmm i o ( 6 i ) 

(2E) -N- (5-:/n^-2-pi \^:ir^yy :jL=.;\^y.)V^-=^?V) -3 - (2 




582 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.40 (^^V-> : B^Kj^5^;V= 1 : 1 ) o 

ms^m 10 (62) 

5 (2E) -N-7rc-;i/;^;i/7h^;i/-3- (2- (t^^^J^ L/>- 2 ->f 

-4- (t:^\;— 1 --f -2-7"d^>'7' 

5 h* 




T L C : R f 0.75 (S^^3i5^;i/) „ 
mi^JlO (6 3) 

(2E) -N- (5-:rD^-2-^ ^^^^':7 3l-;^>^;^7^^-;^) - a- (2 
- {±^^i^>-2 — r;i/^^;i/) -4- (tr^y— ;v- 1 — r;i/p<^;i/) 
-2-:7'p^>T^K 



583 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.60 (B^^3i5^;V) o 
^ failQ (6 4) 




TLC:Rf 0.57 i^au^it^fVA : y'-)^^^ ' D » 
i^ f?H 10 (65) 

N_ (^b^^;r_;v-5-^;V) -3- (2- (2- (^•7 37V>-2- 



584 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0^5 (^PD3jx;i/A : ;i/ : B^^= 9 0:10:1) ; 

N MR (300 MHz, DMSO-d^) : 6 7.86-7.74 (m, 6H), 7.52-733 (m, 4H), 7.06 (d, 
J = 7.4 Hz, IH), 6.87 (s, IH), 6.65 (d, J = 7.4 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5,24 
5 (s, 2H), 4,19 (t, J = 6.2 Hz, 2H), 3,18 (t, J = 6,2 Hz, 2H), 2.84-2,73 (m, 2H), 2.61- 
2.52 (m, 2H)o 

^^JIO (66) 

N- (t^ h^V— ;i/-5->f ;i/) - 3- (2- (2- (:^r7^5^l/>-2->f 
10 ;i/) aih^i^) -4-7aiy :^i/p?^;i/7i^>)i/) 



TL C : Rf 0.65 (^dd5}n;1/A : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-da) : 6 7.84-7.68 (m, 4H), 7.51-7.20 (m, 5H), 7.13-6.87 
(no, 6H), 5.01 (s, 2H), 4.98 (m, IH), 4.27 (t, J = 6.3 Hz, 2H), 3.20 (t, J = 6.3 Hz, 2H), 
15 2.85-3.18 (m, 2H), 2.61-2.55 (m, 2H)o 

10 (67) 




585 



wo 03/016254 



PCT/JP02/08120 



TLC-.Rf 0.61 (^nD5^;VA : ^^5'>'-->^=9 : 1) ; 
5 NMR (300 MHz, CDa,) : 6 7.98 (d, J = 7.5 Hz, 2H), 7.73 (s, IH), 7.66-7.48 (m, 
4H). 7.37 (d. J - 1.5 Hz. IH). 734-7.20 (m, 4H). 6.89 (d. J = 7.2 Hz, IH), 6.66 (s, 
IH)'. 6.62 (d. J - 7.5 Hz, IH). 6.29 (U = 1-5 Hz. IH), 5.24 (s, 2H), 4.17 (t, J = 6.3 
Hz, 2H), 3.07 (t, J = 63 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H). 2.14 (t, J = 7.5 Hz, 2H)o 

10 ^fgi |l Q (6 8) 

N- (5^b^^/-;V-5->r;V) -3- (2- (2-7-^;V:nhie5.) - 

4- 7:c^;v) i/P/v^r^h* 



TLC : Rf 0.40 (^pn5}^;VA : ^^5'y-;V=4 : 1) ; 
NMR (300 MHz. DMSO-d,) : 6 7.17 (d, J = 2.1 Hz. IH), 7.43 (d. J = 1.5 Hz. IH), 
734-7.23 (m, 5H). 7.18 (d, J = 63 Hz. IH), 7.07 (d, J = 7.8 Hz. IH). 6.85 (s. IH). 
6.65 (d, J = 7.8 Hz, IH). 6.23 (t. J = 1.8 Hz, IH), 5.24 (s, 2H), 4.09 (t. J = 6.3 Hz. 





586 



wo 03/016254 



PCT/JP02/08120 



2H). 3.00 (t, J = 6.3 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 
f^gij 10 (69) 

N- (5-:7D^-2-^ h^s^^a^— ;u) -3- (2- (2- 



TLC : Rf 0.60 (4'DnJi?;i/A : .^t^y'— ;V= 9:1); 
N MR (300 MHz, CDCI3) : 6 8.13 (d, J = 2.7 Hz, IH), 7,97 (s, IH), 7.62 (dd, J = 
10 8.7, 2.4 Hz, IH), 7.56 (d, J = 1.8 Hz, IH), 7.40 (d, J = 1.8 Hz, IH), 7.39-7.25 (m, 5HX 
6.95 (d, J = 8.4 Hz, IH), 6.78 (d, J = 9.0 Hz, IH), 6.66-6.62 (m, 2H), 6.30 (t, J = 2.1 
Hz;, IH), 5.24 (s, 2H), 4.17 (t, J = 6.3 Hz, 2H), 3.75 (s, 3H), 3.08 (t, J = 63 Hz, 2H), 
2.73 (t, J = 7.5 Hz, 2H), 2.29 (t, J = 7.5 Hz, 2H)o 

15 iiife^j 10 (70) 

N- (3, 4-S^37;i/:rD7 3i— ;i/>^;i/7lx— ;i/) -3- (2- (2- (:^7 

^j'U>-2 — r;i/) 3^h^2^) -4- (tr^\/— ;i/-i — f;i/^^;i/) 




587 



wo 03/016254 



PCT/JP02/08120 




tXO 



TLC:Rf 0.80 (>;7pD>l>;VA : p«^^-^^= 1 0 ' ^ » 
5 (7-i^PP-<W77lf>-4— f;i':^>'l^'^->'^) -3- (2- (2 

p-N 




TLC:Rf 0.56 (<^DD3^;VA : pt^5'y-;V= 1 0 : 1) 

10 

0(7 2) 



N_ (3, 4-5;^nn:7^:^;v:^;v^^^i^) -3- (2- (2- ii-y^ 



588 



wo 03/016254 



PCT/JP02A)8120 




TLC : Rf 0.63 (^^DD/i^;i/A : J>«i5'>'— ;V= 1 0 : 1) o 
W^miO (73) 

N- O-J^T'y ;v) -3- (2- (2- (±v^u>- 




TLC : Rf 0.55 (i?DD7^;i/A : ^^y— ;v= 1 0 : 1) o 

mmmi 0(74) 

N- (3-t?DD — 4-p<f^;i/7 3i^;i/XA^— ;W - a- (2 - (2 - (:^ 

7^J^V>-2— f ;V) :nh^ri^) -4- (Vi^\/— — r>>V^^;W :7 
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uoo 



TLC:Rf 0.59 (i/UViMJ^ : ^ -^^"^ ^ " 



10 (7 5) 



5 N- (3-:j7t30-4-7;V:rn7:n-;i.>^;V>^->'V) -3- (2- (2- 




TLC:Rf 0.58 (^DP7l^;VA:^^>^->'V=10 • ^ ° 

10 

yfe fgil 10 (76) 

N- (5-:^P^-2-;^b^^>:7 3.-;i/X;V>J^->'V) -3- (2- (2- 
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TLC : Rf 0.58 (;j7Daj^;i/A : p<^y— ;i/= 10:1) 



10 (7 7) 



N- (5-::rn^-2-p( h^S/7ai^;i/:^;i/>}xr:;i/) -3- (2- ( (3 




10 



TLC : Rf 0.61 {i7UU-^)\/Ix : J^)\/= 10:1) 



1 0 (78) 



N-7az^;i/;;^;i/3^-;i/-3 - (2- ( 2 -:7 h=3psx) 
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TLC : Rf 0.43 i^^1^> : S^^:^^>'^= 2 : D 5 

NMR (300MHz,CDa3) :6 8.00-7.92 (m, 2H). 7.73 (brs, IH), 7.62 (m, IH), 

7.56-7.48 (m, 2H), 7.35-7.24 (m. 7H). 7.00-6.90 (m. 5H). 6.82 (d, J = 7.2 Hz, IH). 
5 4.99 (s, 2H), 4.26 (t, J = 6.3 2H), 3.11 (t. J = 6.3 Hz. 2H), 2.77-2.72 (n, 2H), 
2.21-2.16 (m,2H)o 



10 



15 



10 (7 9) 



(2E) -N- (5->^D^-2-pi hd^S/7x;^;Vy^;V4-^-;V) -3 - (2 




TLC :Rf 0.41 (i7Da:4^;VA:pi^y->'V=9 : 1) ' 

NMR (300MHz.a>Cl3) :6 8.18 (d. J = 2.7 Hz. IH). 7.92 (d. J = 15.6 Hz. IH). 

7.65 (dd.J = 8.7.2.7Hz,lH).7.55(d,J = 1.2Hz.lH),7.45(d.J = 8.7Hz.lH). 7.40 

(d, J = 2.4 Hz, IH). 7.30-7.14 (m, 4H), 7.05-7.00 (n, 3H). 6.87 (d. J = 9.3 Hz. IH). 
639 (d, J = 15.6 HZ. IH), 6.29 (t. J = 2.4 Hz, IH). 5.30 (s. 2H), 4.02 (s. 2H). 3.86 (s. 

592 
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3H)o 

mmm i o (so) 

(2E) -N- (5-::^D^-2 -p< h^^-^i— - 3- (2 
5 -^>s^;i'-4-7 3i^dp$<'p«^;V7ai-;v) -2--:ra^>T^Y 




TLC : Rf 0.43 : mWt=^'f-)\^= 1:3); 

N M R (300 MHz, CDjOD) :6 8.04 (d. J = 2.4 Hz. IH). 7.88 (d, J = 15.6 Hz, IH), 
7.65-7.58 (m, 2H), 7.34-6.87 (m, 13H), 6.44 (d, J = 15.6 Hz, IH), 5.05 (s, 2H), 4.09 
10 (s, 2H), 3.81 (s, 3H)o 

mi^Jl 0 (8 1) 

N- (5-:^D^-2-^ h=JeS^7ain;i/:^;i//Jx-;i/) - 3- (2- 
i5'V>-2-^;i/.?<5^;i/) -4-7Ji>'=¥i';^5^;v7 3i— ;v) t'p^'OT'^ 

15 K 
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I 



TLC : Rf 0.60 i-^^-^y :f^m:^^^^= 1:2); 

NMR (300MHz.DMSO-d.) : d 12.22 (s, IH). 7.86-7.73 (m, 5H), 7.52 (s, IH), 

7.49-7.41 (n. 2H). 7.28-7.06 (m. 7H), 6.96-6.89 (m. 3H), 5.00 (s, 2H), 4.10 (s. 2H), 
3.76 (s. 3H). 2.74 (t. J = 7.8 Hz, 2H), ^45-^43 (p. 2H)o 



g^nmyyil 0 (82), 

^v>^-2-^;v^^;v) -4- (^^>/-;v-i-^;v^^;v) 7:.-;v) 




10 



T L C : R f 0.30 ■ mm:^^)^^= 1 2 ) ; 

NMR (300MHz,DMSO-d.) : <5 12.21 (br s. IH). 7.86-7.73 (m, 6H), 7.51-7.43 

4H), 7.22 (dd, J = 8.7, 1.8 Hz, IH). 7.10-7.00 (n. 3H), 6.91 (dd, 8.1. 1.8 Hz, IH), 
6.23 (t, I = 2.1 HZ, IH), 5.23 (s, 2H), 4.05 (s, 2H). 3.68 (s, 3H), ^73-^68 (n, 2H). 
15 Z41(t,J = 7.2Hz,2H)o 



10 (83)_ 



20 
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TLC : Rf 0.65 (i^UU^^JVA : ^^y— ;i/= 10:1) 



10 (8 4) 



— ;i/) -3- (2 - (2 - (:J-:7^v>- 
-4- O-i^T'y 7aiy^i^p«5=-;i/) 73i-;i/) y 




CN 



10 



T L C : R f 0,63 D P!^;!/^ : ^ ^ — ;V= 10:1) 



10 C8 5) 



N- (3, 4-2^^DD73^^;i'X;i/5j%-;i') -3- (2- (2- (:^:7^$' 
l^>-2— f;p) aih:^^/) -4- ( 3 -S^'^y' 7 aiy' :^pi/p<^;i/) :7 3^^ 
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TLC 



Rf 0.62 (^DD3^;i/A : ^^y-;W=l 0 : 1) 



Q (8 6) 

5 N-(3-^ct^-4 -pi 5^;v7 - 3 - (2 - ( 2 




TLC:Rf 0.64 (<J7PD5^;VA : ^->'^= 1 0 • 1> 



10 



Q (87) 

;v) :7ai^;v) :/p;i>r^ b* 
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CN 



T L C : R f 0.66 ( ii? n D 5l^;i/ A : ^ tS^ y — ;i/= 10: 1 ) o 

mmmi o (s s) 

5 N— (3, 4-S^7;V:^n7 -3 - (2- (2- i±Z7 

^5'lx>-2--r;i/) aih^i/) -4- (3 -i^T'y 7^ 



TLC : Rf 0.64 (^UU7i^;VA : p<:^y— ;i/= 1 0 : 1) o 

10 

mmm i o (89) 

N- (5-::^D^-2-p< h=^$^7ain;i/:;^;i/s^-;i/) -3 - (2- (2- 
(:^:7^v>-2— j:h=5F$^) -4- ( 3 -s^T^ 7 

7 7'D^'?>7'^ K 




CN 
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5 



uco 



TL C : Rf 0.«5 (e7DD*;^A : ;»i-y-;v= 1 0 : 1) . 



5. H 




TL C : R f 0.41 (f n n*;vA : ^ * ^ -^''= 1 0 = » j 

^ .as c. . = 7. H. .3 (..H. 3. (. - " - an, 

3.08(.J = 63Hz.2H).2.70(U = 7.H^2H),^14ftJ.7.5Hz.2H). 



15 asm^-isjx , (^~, 
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TL C : Rf 0.38 (^DD/^^;l/A :;^^^~)\^= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.06 (s, IH), 8.04-7.94 (m, 2H), 7.84 (m, IH), 7.52 
5 (d, J = 2.1 Hz, IH), 7.45-7.28 (m, 5H), 7.02 (d, J = 7.5 Hz, IH). 6.69 (d, J = 7.5 Hz, 
IH), 6.54 (s, IH), 6.26 (m, IH), 5.20 (s, 2H), 4.64 (t, J = 4.8 Hz, 2H), 4.15 (t, J = 4.8 
Hz, 2H), 2.71 (t, J = 8.1 Hz, 2H), 1.81 (t, J = 8.1 Hz, 2H)o 

Ilifife^J 10 (92) 

10 N- (3, 4-i?7;i/:i-D7 3i— ;i/) -3- (2- (2- (^> 
v/-f;i/7'^>') 3ih:3s^$^) -4- (tf^\/— 1 — r;i/;><5^;i/) 7 3in;i/) 




o 



T L C : R f 0.50 (S^^J^^^;!/) ; 
15 NMR (300 MHz, CDCI3) : S 7.85-7.80 (m, 4H), 7.56-7.39 (m, 5H), 6.99 (d, J = 
7.5 Hz, IH), 6.70-6.61 (m, 3H), 6.28 (t. J = 2.1 Hz, IH), 5.25 (s, 2H), 4.05-3.96 (m. 
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4H). 2.75-2.69 (m, 2H), 2.43-2.37 (m. 2H). 



mmm^O (9 31, (2-(2H 



OOP 



Vj X^, 

N N 

TLC :Rf 0.60 (S^m:"^^;!^ : ^->'^= ^ 0 : 1) o 
10 mmiOJ^ -3- (2- (2- (IH 




TLC : Rf 0.44 (S^m:r:^^V : ^^^->'V-2 0 : 1) o 



15 

600 



wo 03/016254 



PCT/JP02/08120 



mmm 10 os) 

N- (3, 4-S^7;i/:^a7a:— - 3- (2- (2 - (2- 



TLC : Rf 0.50 (^nnjJ^;i/A : ;»«t$'>'— ;V=9 : 1) ; 
NMR (300 MHz, CDgOD) : d 7.87-7.48 (m, 6H), 7.43-7.18 (m, 3H), 6.93 (d, J = 
7.2 Hz, IH), 6.70 (s, IH), 6,61 (d, J = 7.2 Hz, IH), 632 (t, J = 2.1 Hz, IH), 5.21 (s, 
10 2H), 4.69 (t, J = 4-8 Hz, 2H), 4.33 (t, J = 4.8 Hz, 2H), 2.77-2.54 (m, 5H), 2.34-2.13 
(m, 2H)o 

gIMgiJ 10 (96) 

N- (3, 4-i^7;i/:4-D7ai^;i/>^;i/j^i^;i/) -3- (2 - (2 - (IH 

15 — (>^'j—jv-i--(jv) Jihdpix) -4- (tr^v— — f;i/^5^ 
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TLC : Rf 0.63 (^^DP'^^^-^ : ^^^^-"''^^^ ' ' 
NMR (300 MHz, CDQ,) : 6 8.12 (s, IH), 7.97-7.83 (m, 2H), 7.79 (d, J = 7.8 Hz, 
IH). 7.55-7.41 (m, 3H). 7.37-7.18 (m, 3H), 6.95 (d, J = 7.8 Hz, IH), 6.66 (d, J = 7.2 - 
Hz. IH). 6.56 (s. IH). 6.26 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.86 (t, J = 4.5 Hz, 2H). 
5 4.32 (t, J = 4.5 Hz, 2H), 2.82-2.69 (m, 2H), 2.42-2.29 (m, 2H)o 

^mio (9 7) 

(2E) -N- (3, 4-s^:7;v:rn7x-;i/;^;i'4^-/'V) -3- (2- (2 
_ (^7^v>-2-^;v) -4- (t9>/-;i'-i-^>'v^^ 

10 )v) -2-ru^>T^\' 




TLC:Rf 0.55 (^J/nP>^;VA : -^^=9 : D ; 

NMR (300 MHz, DMSO-d J : 6 12.46 (brs, IH), 8.07-7.95 (in, IH). 7.95-7.65 (m, 
8H), 7.55-7.35 (m. 5H), 6.98 (s, IH), 6.72 (d, J = 7.2 Hz, IH), 6.68 (d, J = 15.9 Hz, 
15 IH). 6.25 (U = 2.1 Hz. IH), 5.32 (s. 2H), 4.28 (t, J = 7.2 Hz, 2H), 3.28 (t, J = 7.2 Hz, 
2H)o 



l^ll 0 (9 8) 



20 



N- (3, 4-pyMviy^=-^^^^^^^=-^^) -3- (2- (2- (i-y 
^V>-2-^)V) :nhifSx) -4- {4-^^)Vi^^^i^^^- 1-^ 
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TLC : Rf 0.47 (^OD3^;i/A : ;i/=3 : 1) o 

5 N- (3, 4-i?7;i/;4-D7 3i— -3- (2- (2- 
^^>-2 — oihdpjx) -4- (4-7'-b^;i/b:-^^s^>- 1 — r;w 

9 o p 



TL C : Rf 0.33 (^UU-^JVA : p«^y--;V= 10: Do 

10 

I^^JIQ (10 0) 

N- (3, 4 -5^7;U':^D7jc^;1/;:^;1/:^^^;1/) -3- (2- (2- (±:7 
^u>-2-^ jv) 3ihdE^$^) -4- (^;i/>i^'J >-4->f yx. 
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TLC ; Rf 0.57 mm:^^)^ - ^^^->'^= 10:1) 



mmm \ 1 Q (10 1) 
5 N- (3, 4-$^7;v;rn7:c-;vx;vi^-;v) -3- (2- (2- ii-y 

7 3i-;v) yu^^>TK 1* 




TLC : Rf 0.50 (fi^^ai^^V) o 
sfe^i^faii n (10 2) 

N-7:.:::;i.:^;V*^>'V-2- (2- (2- (:^-7 ^ W 2 ;V) b 
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T L C : R f 0.50 : S^m3i5^;i^= 1 : 3 ) o 

mmmio (io3) 

5 N-7:iz—)VX)V7ix=.)]/-4- (2- (2- (:^:7^5'V>-2 — (J]/) h 



TLC : Rf 0.49 (iJ7DD>^;VA : ;»?t5^y— ;V=9 : 1) ; 
NMR (300 MHz, CDOa) : 6 8.00 (d, J = 6.9 Hz, 2H), 7.86-7.76 (m, 3H), 7.70 (s, 
10 2H), 7.64-7.36 (m, 7H), 6.91 (d, J = 7.8 Hz, IH), 6.71-6.65 (m, 2H), 6.28 (dd, J = 1.8, 
1.8 Hz, IH), 5.25 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.42 (t, J 
= 7.2 Hz, 2H), 1.80 (t, J = 7.2 Hz, 2H), 1.59 (m, 2H)o 

15 N- (3, 4-S^7;V:^D7 3i-;v;^;V3ix-;v) -4- (2 - (2- (i-7 
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°oOO 



TLC : Rf 0.56 (^DnJ^;VA i^^J'y— ;v=9 : 1) ; 

NMR (300MHz,DMSO.d.) .6 7.98-7.65 (ni. 8H), 7.50-7.40 (m, 4H), 6.90 (d, 
J = 7.8 Hz. IH), 6.84 (s, IH), 6.63 (d, J = 7.8 Hz, IH), 6.23 (dd, J = 2.1, 2.1 Hz. IH). 
5.23 (s, 2H), 4.16 (t. J = 6.3 Hz, 2H). 3.15 (t, J = 63 Hz, 2H). 2.34 (t. J = 7.5 Hz. 2H), 
2.14 (t, J = 7J Hz, 2H), 1.55 (m, 2H)o 

10 (10 5) 

N- (v^.Ji;y-3->f;VX;V4^->'V) -3- (2- (2- 




TLC : Rf 0.49 (^PP^^^^VA : ^^J'^'— ;V= 1 0 : 1) o 



15 



10 (10 6) 
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N- ( 1 ;i/-2— f ;u) -3- (2- (2- (± 

7^U>-2 — r;W j::h=5pS/) -4- 1 — -7 



5 T L C : R f 0.70 D D jJt;PA : ^ ^ ^— 10: 1 ) o 
^^JIO (10 7) 

N- (4-^5^;i/5^7\/— ;v-2-'f;v>^;i/j}^— - 3-(2-(2-(:^ 

10 3i^;i/) ITD.'I^T'^ K 



TLC : Rf 0.52 (i^ xnxnn^jl/A : ;i'= 1 0 : 1) o 

mmm i o ( i o 8 ) 

15 N- ( 3 , 5 -i?p<5=-;W v;r^i^-\/— 4 — f - 3 - ( 2 

- (2- (:h7^1/>-2-'f;i/) Jih^S^) -4- 1 — T 
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TLC : Rf 0.71 H^UU^^Jlh. : ^^>''-;V= 10: 1) o 

mm p] 10 (10 9) 
5 N- (t:ui^>-2-'f;vx;v*-;i/) -3- (2- (2- 

2-^;i/) 3:^\>^i^) -4- 1— f;vp«5=-;v) 7^=-^^) ^ 




TLC : Rf 0.51 (^aD7^;VA : ^^y— ;i'= 1 0 : 1) o 

10 

^^^11 0 (110) 

N- 5.V'/—)\y-2-^JV:;x,J\^^--f^) -3- (2- (2- 

(^7^u>-2-'r;v) -4- (\^^^/-;v-i-^>'v^^>'i') 

7 3iri;V) IT'D/iVT^ I* 
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TLC : Rf 0.48 (i^nD7^;i/A : ;i/= 1 0 : 1) o 

mmm i o ( 1 1 1 ) 

5 N-yjL=ifu:^jvn^=.)]/-2- (2- (:^7^u>-2 — 
-4- (t:^>/— ;u- 1 --r;v;>«^;v) 




TLC : Rf 0.66 (^uayt^JVA : ;i/= 19:1) ; 

N M R (300 MHz; CDCI3) : 6 10.35 (bs, IH), 7.99 (d, J = 8.4 Hz, IH), 7.93-7.78 
10 (m, 6H), 7.61-7.28 (m, 8H), 6.84 (d, J = 8.1 Hz, IH), 6.78 (s, IH), 6.31 (t, J = 2.1 Hz, 
IH), 5.31 (s, 2H), 4.47 (t, J = 6.3 Hz, 2H), 3.42 (t, J = 6.3 Hz, 2H)o 

fljfe^J 10 (112) 

N- (5->«5^;i/7v>'-2 ;i/) -3- (2- (2- (:^7 
15 ^5'l^>-2 — r;W Jih=^r2^) -4- (v^^y— 1 — f ;i/;>«5^;i/) 7 1 
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TL C : Rf 0.40 : mm:^^)^= 1 D 5 

NMR (300MHz.CDa3) : (5 7.88-7.77 (m, 4H), 7.68 (brs, IH), 7.54 (d. J - 1.5 

Hz, IH), 7.53-7.45 (m, 2H). 7.42-7.36 (m. 2H). 7.16 (d, J = 3.6 Hz, IH), 6.97 (d. J = 
5 8.1 Hz, IH), 6.67-6.65 (m, 2H). 6.27 (t, J = Zl Hz, IH), 6.11 (d, J = 33 Hz. IH), 
5.24 (s. 2H), 4.24 (t, J = 6.3 Hz. 2H), 3.23 (t. J = 6.3 Hz, 2H), 2.74 (t, J = 7.5 Hz. 2H), 
234 (s, 3H). 2.17 (t, J = 7.5 Hz, 2H)o 

^mmiO (113) 

10 N- (:7^>-3-^;v;^;vi^-;w) -3- (2- (2- (:t-7^V>-2 



T L C : R f 0.30 : WFWt=^^)^= 1:1); 

NMR (300 MHz, CDCI3) : 6 8.01 (m. IH). 7.87-7.77 (in, 4H), 7.69 (brs. IH). 7.54 

(m, IH), 7.53-7.44 (m, 2H), 7.41-7.37 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.67 (d, J = 
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1.5 Hz, IH), 6.65-6.61 (m, 2H). 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.25 (t, J = 6.3 
Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.09 (t, J = 7.5 Hz, 2H)o 

10 (114) 

5 N- (5^3j-7ai>-3— -3- (2- (2- (:h7i5^v> 




T L C : R f 0.35 : g^^a^^;V= 1:1); 

10 NMR (300 MHz, CDCI3) ' <y 8.10 (dd, J = 3.0, 1.5 Hz, IH), 7.87-7.77 (m, 4H), 
7.68 (brs, IH), 7.54 (m, IH), 7.52-7.45 (m, 2H), 7.41-7.30 (m, 4H), 6.89 (d, J = 7.8 
Hz, IH), 6.67 (bis, IH), 6.62 (d, J - 7.8 Hz, IH), 6.28 (t, J = 2.1 Hz^ IH), 5.24 (s, 
2H), 4.24 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.71 (t, J = 73 Hz, 2H), 2.09 (t, 
J = 7.5Hz,2H)o 

15 

mmm i o ( 1 1 5 ) 

N- (2, 5-i^:>i h^iyy x.-jv:x.JV7i^—)V) -3- (2- (2- (:h7 
^iy>-2 — f;i/) o^hdpsx) -4- (i^^\/— i-^;i/^5=-;i/) 
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TLC : Rf 0.26 : mWt^^^)^^ 1:1); 

N M R (300 MHz, CDQ,) : 6 8.16 (bis, IH), 7.86-7.76 (m. 3H), 7.67 (bis. IH), 
7.54-7.52 (m, 2H), 7.51-7.43 (m, 2H), 7.39-7.35 (m, 2H), 7.05 (dd, J = 9.3, 3.0 Hz. 
IH), 6.94 (d. J = 7.2 Hz, IH), 6.80 (d, J = 9.1 Hz, IH). 6.65-6.62 (m, 2H), 6.27 (t, J = 
2.1 Hz, IH), 5.23 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.78 (s, 3H), 3.67 (s, 3H), 3.19 (t, 
J = 6.6 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H)o 

0 (116) 

N- (4-^b^^'7:i:-;i.x;i/>^-;i/) -3- (2- (2- (:^7^1/^ 
-2-'f;V) 3.hdt.i.) -4- (lf^>/-;V-l->f;i/P^5-;W 7a.ri;v) 




TLC : Rf 0.34 (^=3el?-> : g^m:i^5^>'l^= 1:1); 
15 NMR (300 MHz. CDCI3) : S 7.87-7.76 (m, 6H), 7.67 (bis, IH), 7.53 (m, IH), 
7.52-7.45 (m, 2H), 7.40-7.37 (m, 2H), 6.95-6.88 (m, 3H), 6.66 (bis, IH), 6.62 (d. J = 
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7.2 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.23 (t, J = 63 Hz, 2H), 3.84 (s, 
3H), 3.21 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.07 (t, J = 7.5 Hz, 2H)o 

^^110 (117) 

5 N- (3, 4-5^7;i/:4-py'i— - 3- (2 - (2-e^i;7n 
^^r^;l/3^=*^2^3l^dpsx) -4- — f;M^;i/) 731— ;!/) 



TLC : Rf 0.63 (^DD7f:;i/A : ^i^J^y— ;V=9 : 1) ; 
10 N M R (300 MHz, CDCQ : S 7.64-7.56 (m, 2H), 7.54 (d, J = 1.2 Hz, IH), 7.40 (d. 
J = 1.8 Hz, 1H),7.20 (m, IH), 6.88 (d, J = 7.8 Hz, IH), 6.62 (d, J = 7.8 Hz, IH), 6.57 
(s, IH), 6.28 (dd, J = 1.8, 1.2 Hz, IH), 5.25 (s, 2H), 4.10 (m, 2H), 3.91 (m, 2H), 3.45 
(m, IH), 2.86 (t, J = 6.9 Hz, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.05 (m, 2H), 1.80 (m, 2H), 
1.42-1.15 (m, 6H)o 



IIM^O 10 (118) 

N- (3, 4-$^7;i/:4-n7 3i:::^;i/::^;i/7ixC^;i/) -3- (2- (2- (H^ 

«;i^>-i — fjv) oihdpi/) -4- (tr^vT— ;i^-i — 




15 
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TLC:Rf 0.38 (^?Dn>^;i/A : 7^^^^— 9 • D J 

NMR (300 MHz, CDCU) : 6 7.63-7.56 (m, 2H). 7.53 (d, J = 2.1 Hz. IH). 7.40 (d, 

1^2.1^ IH). 7.15 (m, IH). 7.10 (d. J = 7.8 Hz, IH), 6.80 (d, J = 7.8 Hz. IH). 6.62 

(s, IH), 6.28 (dd, J = 2.1, 2.1 Hz. IH), 5.27 (s. 2H), 4.18 (t, J = 5.1 Hz, 2H), 3.50 (t. J 

= 5.1 Hz, 2H). 3.24 (brs, 4H), 2.91 (ni. 2H), 2.46 (m. 2H). 2.15-2.00 (m, 4H), 1.65 

(ni,2H)o 



10 



N-7.::.;VX;V4.^;V-3- (2- (2- (3-.^b^^>^>^^^^l^^^ 

OOP 




15 



T L C : R f 0.50 (B^^ai5=-;V) 5 

NMR (300 MHz, CDCk) : <5 U-OO (s, IH), 8.01-7.98 (m. 2H), 7.61-7.32 (m, 8H), 
7.09-7.05 (m, IH), 6.97 (d. J = 7.5 Hz, IH). 6.76-6.59 (m. 3H), 6.28 (t, J = 2.1 Hz, 
IH). 5.24 (s, 2H), 4.03-4.00 (m, 2H), 3.95-3.90 (m, 2H), 3.87 (s. 3H), ^75-2.70 (m, 
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2H), 2.42-236 (m, 2H) o 

mmm i o (120) 

N- (3, 4-e^7;v:^D7ai— - 3- (2- (2- (3- 



T L C : R f 0.50 iWm^J^^J^^) ; 

NMR (300 MHz, CDCI3) : 6 HAS (s, IH), 7.86-7.81 (m, 2H), 7.55-7.22 (m, 6H), 
10 7.11-7.07 (m, IH), 6.99 (d, J = 7.5 Hz, IH), 6.70-6.58 (m, 3H), 6.28 (t, J = 2.1 Hz, 
IH), 5.25 (s, 2H), 4.06-3.94 (m, 4H), 3.88 (s, 3H), 2.74-2.69 (m, 2H), 2.42-2.36 (m, 
2H)o 

HM^O 10 (12 1) 
15 N- (3, 4 -i^7;i/:4-n:7ain;vx;v>i^^;v) -3 — (3- (3-7 3in 




75 1* 




F 



F 
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TLC : Rf 0.50 (^DP3fj;VA : ;V= 10:1) 



[^IIQ (12 2) 



N_ (3, 4_s^7;i/:tP:7a:-;i/;:^;V7^rz;V) -3- (3- (3- 

5 ru^^^^y) -4- (i^^^7-;v-i— f;v^^^^) 7 



TLC : Rf 0.53 (^DD3i^;i/A : ^^y— 10:1) 



10 0 (12 3) 

N-7 3.-;v;^;i/*-;v-3- (2- ( vv- 1 -^^^^^^^^) * 
;WN'^^;v) -4- (t;7^>^-;i/-i-<^v^^>'^) 7^-;v) rn^v^T 

OOP 



15 TLC : Rf 0.51 i^uu^)^^ : ^i57^-;i/=l 0 : 1) 



mmi 0 (124) 
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N- (3, 4-5^7;i/:tn7ai— ;i/x;i/3i^n;i/) -3- (2- ( {i-:7^i^ 
7 31— ;v) :7*D/^>T^K 




5 T L C : R f 0.51 D D*;!/^ : ^ y — ;V= 10: Do 

mmmio (i25) 

N-7ain;i/;^;V5^n;i/-3 - (2- ( V>- 2 — 

10 ^ K 




TLC : Rf 0.30 (^DD7}x;bA : ^^y—)V= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 8.96 (t, J = 5.7 Hz, IH), 7.94-7.41 (m, 14H), 7.21 
(s, IH), 7.11 (s. ai). 6.29 (t, J = 1.8 Hz, IH), 5.32 (s, 2H), 4.57 (d, J = 5.7 Hz, 2H), 
15 2.81(t,J = 7.4Hz,2H),2^4(t,J = 7.4Hz,2H)o 
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n (12 6) 

N- (3. 4-2^7;v:rP7:c-;v;^>'V'i^^>'V) "3" (2- ( (^^^^ 



10 




TLC:Rf 0.28 (^nn>i^;vA:^^^->'i'=10 : 1) ; 

NMR (300 MIfe. DMSO-d.) : 6 8.98 (t. J = 5.7 Hz, IH), 8.00-7.64 (m, 8H), 
7.57-7.42 (m, 4H). 7.28 (s, IH), 7.20-7.10 (m, 2H), 6.28 (t, J = 2.1 Hz. IH), 5.33 (s, 
2H). 4.57 (d, J = 5.7 Hz, IH). 2.83 (t, J = 7.1 Hz. 2H), 2.57 (t. J = 7.1 Hz, 2H)o 



L^l 1 0 (12 7) 



N-7a:^;vx;v>^^>'v-3- (2- (^>y;w*;w^•^^;v) -4- (if 




15 TLC : Rf 0.67 (e7aD7f:;i/A :^^>'->'^=9 : 1) 5 
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NMR (300 MHz, DMSO-dg) : 6 12.10 (bis, IH), 8.84 (t, J = 6.0 Hz, IH), 
7.90-7.88 (m, 2H), 7.81 (m. IH), 7.71 (m, IH), 7.63-7.57 (m, 2H), 7.45 (brs, IH), 
7.27-7,21 (m, 6H), 7.08 (bns, 2H), 6.27 (t, J = 2.1 Hz, IH), 5.29 (s, 2H), 4.37 (d, J = 
6.0 Hz, 2H), 2.77-2.72 (m, 2H), 2.50-2.45 (m, 2H)o 

I^^Jl 0 (12 8) 

N- (3, 4-i?7;i/3»-a7 3i-;i/x;i/3^^;v) -3- (2- (^>s^;i/* 
;wt^-r;v) -4- (v^^\/— 1 --f ;i/^^;i/) 7ai— ;i/) t'd/i^:^ 



TLC : Rf 0.64 (^DD7rc;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 12.30 (bis, IH), 8.86 (t, J = 63 Hz, IH), 7.93 (m, 
IH), 7.82-7.66 (m, 3H), 7.45 (brs, IH), 7.31-7.20 (m, 6H), 7.15-7.08 (m, 2H), 6.26 
(m, IH), 5.29 (s, 2H), 4.38 (d, J = 6.0 Hz, 2H), 2.79-2.74 (m, 2H), 2.54-2.49 (m, 2H) o 

ms,m 10 (12 9) 

N- (3, 4 -t^7JV:;tuy :ii—;i^XJV:^—?\/) -3- (3- (3- (:^7 

^i/>-2— r;i/) 7*p:!}<^r$^) -4- (i^^\/— 1 — f;i/^5^;i/) 7 
31 -;i/) 7*D>'^>7^ K 
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TLC :Rf 0^1 (^no4^;V'A:^^^->'^=9 = 1> ; 
NMR (300 MHz, CDCU : 6 9.22 (brs. IH), 7.90-7.70 (m. 5H). 7.60 (s, IH), 7.51 
(d. J = 1.5 Hz. IH), 7.50-7.40 (m, 3H). 7.40-7.20 (m, 2H), 6.82 (d. J = 7.8 Hz. IH), 
5 6.48 (s. IH). 6.47 (d, J = 7.8 Hz, IH). 6.26 (t, J = 1.8 Hz. IH). 5.29 (s. 2H). 3.90 (t, J 
= 7.5 Hz, 2H). 2.91 (t. J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz. 2H). 237 (t, J = 7.5 Hz. 
2H), 2.30-2.10 (m,2H)o 



0 (13 0) 



10 N-7:nr.;i.^;v7j^^;v-3- (2- ( (3-^5^;v-i- (3, 
;v) 73^-;v) ytJ^-^yT^Y^ 




TLC : Rf 0.65 (^DD5^;VA : ^^>'->»V=l 0 : 1) 



15 
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mmm i o ( i 3 i) 

N- (3, 4-S^7;i/:4-D7 3^r^;i/:^;i/7^— -3- (2- ( 

(3, 5 y^)]/) jb^w^^-f -4- (tr 
— r;i/p<5^;i/) 7*p>'-^>:p^ k 



TLC : Rf 0.62 ('i7UU^)VA : p^^y— ;i/= 10: 1) o 
10 (13 2) 

3^—jV:^j]yjt^-jV- 3 - (2- ( (3-pi^;i/-l- (3, 5-e^p« 
10 y^jv) :^jw^^^;\/) -4- (tf^\/— ;i/-l — f;v>t. 



5 





TLC : Rf 0.64 (^Dn4^;i/A : y^^— ;i/= 10:1) 
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^^11 Q (13 3) 

N- (3, 4-i^7;V:^n7::^-;i'>^;V7^-;V) -3- (2- ( (3-^^ 




T L C : R f 0.62 D n3^;VA : t^' ^ — ;i/= 1 0 ; 1 ) o 

mmm\-\ o (13 4) 
(2E) -N- (3, 4-S^7;V:^n7i.n;i/::^;V:t!->'^) - 3- (2 - (2 
_ (^^y^iy>-2-^)V) a.b:^i/) -4- (4-T-fe^;Vl^'<^5^>- 




TLC : Rf 0.58 : ;W= 1 0 : 1) o 
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mmm 10 (135) 

(2E) -N-7:ii— ;i';^;i/4^^;v-3- (2- (N-^>i^;i';^;i'*:— 
-N-^^;i/T^y) -4- (t:^\/— 1 — f - 
5 2-ytt^>TK\' 



TLC : Rf 0.45 (^nn3t^;VA : j??^^— ;v= 1 0 : 1) o 

mmmio (is 6) 

10 (2E) -N- (3, 4-e^7;i/:^-0 7-ii::^;i/:^;i/7i^— - 3- (2- (N 

— oV))/>(.)V7i^—jv-N—:A^j]/'r^y) -4- (tr^\/— 1 -'T;!/ 



TLC : Rf 0.49 ( tJ? n D 5jv;i/ A : ^tJ'y— 1 0 : 1) o 

15 

^^JIO (13 7) 

N- (3, 4-s^7;i';rn73i— ;v) -3 - (2- ( (2 - (:?- 
7^i/>-i — r;^) T-fe^^;!/) T^y) -4- (b:^\/— 1 — r;vpt 





o 
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TLC : Rf 0.44 (^on*c;i/A : p<^y'-;V=9 : 1) ; 
NMR (300MHz,DMSO-d.) :S 12.3 (s. IH), 9.90 (s, IH), 8.12 (m, IH), 7.9 
7.40 (m, IIH) 7.27 (s, IH). 7.06 (d. J = 8.1 Hz, IH). 6.87 (d. J = 8.1 Hz. IH). 6.: 
(dd. J = 2.1. 1.8 Hz, IH), 5.21 (s, 2H). 4.13 (s. 2H), Z68 (m. 2H). 2.40 (m. 2H)o 



110(138) 

N- (3, 4-$^7;v;e-D7:c-;i.:;^;i/:^-;i/) -3- (2- (2- (5^^ 




T L C : R f 0.27 : ^^3^9^^^= 1 = ^ ) 



15 ^^fgin 0 (13 9) 

N- (3, 4-i^7;v;4-n7:n^;v7.;i/:1^-;v) -3- (2- (2- (5=-;^ 
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T L C : R f 0.28 (^=^p-y-> : S^^a^5=-;i/= 1 : 1 ) o 

5 mmmio (i4 0) 

N- (T^h^vT— ;b-5->f;v) -3- (2- ( (3-^^;i/-i- (3, 




10 TLC : Rf 0.33 (i'P0 3}^;i/-6. : ptiJ'^— ;v= 1 0 ; 1) ; 

NMR (300MHz,CaDCl3) : 6 7.62 (s, IH), 7.44 (m, IH), 7.34-7.22 (m, 2H), 6.98 
(s, 2H), 6.88 (s, IH), 6.79 (s, IH), 6.76 (d, J = 8.1 Hz, IH), 6.34 (d, J = 8.4 Hz, IH), 
5.24 (m, IH), 5.09 (s, 2H), 3.24-2.98 (m, 2H), 2.94-2.7 2 (m, 2H), 2.32 (s, 3H), 2.28 
(s, 6H), 1.90-1.50 (m, 3H), 1.06-0.97 (m, 6H)o 

15 

mmm i o ( 1 4 i) 
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N_ (3, 4-i^>';v;^n7ai-;i/::^;v>^-;v) -3- (2- ( (3-^^ 
(3, 5-$?^5^;i/7:n-;V) f^M *;WN'^^;W -4- (2 




5 TLC : Rf 0.57 (^nD4^;VA : ^377— ;!/'=! 0 : 1) ; 

NMR (300 MHzi CDCI3) : 6 7.70-7.55 (m, 3H). 7.35 (d, J = 8.1 Hz, IH), 
731-7.24 (m, IH), 7.21-7.10 (m, 2H), 6.99 (s, 2H), 7.00-6.92 (m, IH), 6.82 (s, IH), 
6.77 (d, J = 8.1 Hz. IH), 6.28 (d, J = 8.4 Hz. IH), 5.21 (m, IH), 5.09 (s, 2H), 3.02- 
2.81 (m, 2H), 2.67-2.52 (m, 2H), 2.34 (s, 9H), 1.90-1.45 (m, 3H), 1.02 (d, J = 6.0 Hz. 

10 6H)o 



N- (3, 4-$^7;i/:rD7 3in;vx;i/3^-;V) -2- (2- (2- 

15 T-fe hr^ K 
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F 




TL C : Rf 0.34 (^Dn7ix;i/A : ^^57^—;!/= 10:1) ; 
NMR (300 MHz, CDQa) : 6 7.86-7.66 (m, 6H), 7.57 (d, J = 1.8 Hz, IH), 
7.49-738 (m, 4H), 7.30-7.13 (m, 2H), 6.82-6.75 (m, 2H), 6.30 (t, J = 2.1 Hz^ IH), 
5 531 (s, 2H), 4.44 (s, 2H), 4.36 (t, J = 6.6 Hz, 2H), 3.85 (s, 2H), 3.27 (t, J = 6.6 Hz, 
2H)o 

^^JIO (14 3) 

N- (3, 4-:^7;i/;rD7 3^n;|/X7l/;ix-;i/) -3- (2- (2- (:^7 

10 ^i/>-2--Y;i') aih=3ir$^) -4-e^p<5=-;i/T^y^^;i/7 Ji— ;i/) 7*d 




TLC : Rf 0.52 (e7DD*;i/A : ^d^y'— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.31 (s, IH), 7.86-7.73 (m, 5H), 7.62 (m, IH), 
15 7.51-7.42 (m, 4H), 7.04 (d, J = 8.1 Hz, IH), 6.99 (brs, IH), 6.80 (d, J = 8.1 Hz, IH), 
4.22-4.18 (m, 2H), 3.97 (brs, 2H), 3.23-3.19 (m, 2H), 2.69-2.64 (m, 2H), 2.55 (s, 6H), 
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2.26-2.20 (m, 2H)o 



Q (144), 

N_ (3, 4-i?7;v:tp:7a.-;i/>^;v:^-;v) -3- (2- 



5 ^ 




OOP 




TLC : Rf 0.60 (^nn>l^;vi=^ : pi^y-;V=9 : 1) ; 
NMR (300MHz,CDCU :S 8.86 (br s, IH). 7.83-7.72 (m, 2H). 7.54 (d, J = 2.1 
10 Hz,lH).7.42(d,J = 2.1Hz.lH),7.32-7.23(in.lH).6.88(d,J = 7.8Hz,lH),6.66(s, 
IH), 6.61 (d, J = 7.8 Hz. IH), 630 (t, J = 2.1 Hz. IH). 527 (s. 2H), 3.88 (t, J = 6.6 
Hz, 2H), 2.82 (t, J = 7.2 Hz, 2H), 2.50 (t, J = 7.2 Hz. 2H). 1,78-1.69 (m. 7H). 1.30- 
1.19 (m, 6H), 0.94-0.84 (m, 2H)o 

15 0 (14 5) 

N- (3, A-PyM^y (2-^^^ 
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TLC : Rf 0.60 (^DD3ix;VA : ;>«^$^>'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCa,) : d 8.95 (br s, IH), 7.64-7.54 (m, 3H), 7.42 (d, J = 2.1 
Hz, IH), 7.36-7.30 (m, 2H), 7.24-7.15 (m, IH), 7.06-6.93 (m, 4H), 6.70-6.66 (m, 2H), 
5 6.29 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 438-435 (m, 2H), 4.30-4.28 (m, 2H), 2.84 (t, J 
= 7.2 Hz, 2H), 2.52 (t, J = 7.2 Hz, 2H)o 

mmm i o (i 4 6 ) 

N- (3, 4-i^:7;i/;rD:7rc-;i/;;^;i/7fc-;i/) - 3- (2- (2- 
10 w-2--f;i/) Jih^^) -4- (3-^g^;i/-2-3hd^v>f ^^J^^^'J 




T L C : R f 0.42 (^^t^> : Wf^^^^-JI' : ^ tJ' ^ — ;i/= 2 : 6 : 1) o 

15 mmm i o (i 4 ? ) 

N- (3, 4 -S^7;i/:ta:7 3i— -3- (2- (2- (:^:7 
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o o o 




TLC:Rf 0.50 (^OO^^VA : pi<5^ >'-;V= 1 9 : 1) 



m ^jmio (14 81. 

N- (3, 4-5^7;v:rn7:n-;i/;^;i/>i^-;v) -3- (2- (2- 

o o p 




10 



TLC : Rf 0.38 (^PD7i^;VA : ^^y-;V=9 : D 



10 (14 9) 

N- (3 4-$;7;i/:*-n7 3.-;vx;v*-;v) -3- (2- (2- 



15 h* 
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TLC : Rf 0.29 (^DD7^;i/A : tJ' ^ — ;i/= 9 : 1) o 

mmm i o ( i 5 o ) 

5 N- (3, 4-i^7;i/:4-P7;tn;i/X;i/7^^;V) -3- (2 

- l-'f;i/A;wt^'f;vp< h:3p2^) -4- (tf^vT— 



T L C : R f 0.44 ('v^■t^> : mM^'^fV : ^^yf — ;i/= 2 



mmm i o ( i 5 i) 

N- (3, 4-S^7;i/;a-D7;ii— ;i/X>>l/5j^— -3- (2- 



: 6 : 1) o 
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Pop 



TLC : R 



f 0.37 (^=^-b-> :fi^^^5=-;i/ : ^37^— -^^=2 : 6 : 1) 



10 (152) 



N- (3, 4-i?7;v:ra7ai-;i/x;v5}^-;v) -3- (2- (2- (3 




TL 



C : Rf 0.40 ('Ndf-ifv :B^^3i5=-;V: ^^^-;V=2 : 6 : 1) 



10 



0 (15 3) 



N- (3, 4-S^7;V:rD7 3i^;w:^;Vl^->'l^) -3- (2- (2- (3- 

^pn^w^;vT^y) 3.b:^^» -4- (t:^y-;v-i->r;vpi^;v) 

7 T'P/'^^r^. b* 
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T L C : R f 0.44 ; : — ;i/= 2 : 6 : 1 ) o 

mmmi o (i 5 4) 

5 N- (3, 4-i^y)]/:tuy3i—;v:7.Jl^:^—JV) -3- (2- (3-7air^ 



10 (15 5) 

N- (3, 4-$^7;V;^P7 3i::i;V;^;VJtc— -3 - (2- (4-7a;— 




TLC : Rf 0.77 (tJ^ □ P7fc;i/A : ;i/= 1 0 : 1) o 
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TLC : Rf 0.76 : ^^5^^— ;i'= 1 0 : 1) o 

mmmio (15 6) 

(2E) -N- (3, 4-i^:7;i/:tP7 3:— ;v) - 3- (2- (2 
_ (^7^i^:^_2-^;v) aih^>» -4- ( 2 -;r^V l^P U $^>- 1 




TLC : Rf 0.70 (^DD>i^;V'A : ^—)^= 1 0 : 1) o 

10 

^^110 (15 7) 

N- (3, 4-$^7;V:^n7 3irz;i/x;V5}^— ;V) -3- (2- (2- (3- 
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1-7 v—m 

TLC : Rf 0.45 i^^V-^^ : S^^ai5=-;V= 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.74-7-68 (m, 2H), 7.55 (s, IH), 7.40 (d, J = 2.1 Hz, 
5 IH), 7.27-7.19 (m, 2H), 6.95-6.93 (m, 2H), 6.85 (s, IH), 6.77 (d, J = 7.5 Hz, IH), 
6.66-6.61 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 
3.25-3.22 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.15 (t, J = 7.5 
Hz, 2H), 1.76-1.70 (m, 4H), 1.64-1.58 (m, 2H)o 

10 TLC : Rf 0.50 (n-^^1^-> : mM^^)^= 1 : 2) o 

mmm i o ( i 5 s ) 

(2E) -N- (3, 4-5^7;V2t-n7 3i:^;i/^;U;ix-;v) -3- (2- (2 
15 — iTD^^T"^ K 
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TLC : Rf 0.71 (^na>J^;VA : J—)\/= 1 0 : 1) o 
mmmiQ (15 9) 

N- (3, A:-Vy MX^y ztL=.)\/:^}\/iSs-)\/) -3- (2- ( (3-pi5^ 

5 (3, ^-^J^^)^^y:^=-)^^) A;wt^'f;v) -4- 




TLC : Rf 0.48 mWi^^^)^ ' ^■^^-')^= 1 0 : 1) « 

10 ^^110 (16 0) 

jj_ (3^ :s^=-)\/7.)\/i!s^—)\^) -3- (2- ( (3-^5^ 

;v-i- (3, b-v^^)\yy^=-)\^) ^^)\^) :fc>;w-?^-f;v) -4- (3 
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T L C : R f 0.29 (^^-^^ : i^®^^;V= 1 : 1 ) o 

mmm i o ( 1 6 i ) 

N- (3, 4-S^7;V:^D:7 3i^;VXA>}tr:;i/) -2- (2- (3- 



T L C : R f 0.34 „ 

10 iiaS^J 10 (16 2) 

(2E) -N- (3, 4-^7;v:*-D7ai— - 3- (2- (2 

- (:^7^S^l/>-2— f ;V) o^h^S/) -4- (^3|-7ai>-3— r;V^^ 



5 :$'i/>-2 — r;w) yuY^j)/) 



-4- ;v-i — 731 





900 



s 



15 TLC : Rf 0.65 (^=^"b-> : B^^3:^;i/= 1 : 1) » 
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^^^tl 0 (16 3) 
(2E) -N- (3, 4-S^7;V:tD7ai— ;u) -3- (2- (2 

5 X1^>T^ 1« 



T L C : R f 0.64 : f^^x^;i/= 1 : 1 ) o 

^^JIO (164) 
10 (2E) -N- (3, 4-i^7;i/;^D7ai-;p;^;i/7}^— ;v) -3- (2- (2 
- V>-2-^;V) o^h^S^) -4- (N-'^VV^-f ;^-N-^^ 




pop 




T L C : R f 0.49 ('N=^r-tJ-> : 1 : 3 ) « 



15 



mmm i o ( 1 6 5 ) 
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N- (3, 4-$^:7;b:rn7 3i^;i/x;i/4^— - 3- (2- (2-731- 

J]/:x:.h^i^) -4- (2-^DD-5-^^;i/7iydF-S^^^;i/) ^y^—JV) 




5 TLC : Rf 0.74 : S^ai^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.83-7.70 (m, 3H), 7.40-7.24 (m, 7H), 7.05 (s, IH), 
6.93 (d, J = 7.8 Hz, IH), 6.84-6.80 (m, 2H), 6.73 (d, J = 7.8 Hz, IH), 5.06 (s, 2H), 
4.31 (t, J = 6.3 Hz, 2H), 3.13 (t, J= 6.3 Hz, 2H), 2.76-2.71 (m, 2H), 231 (s, 3H), 
2.20-2.15 (m, 2H)o 

0 

^^JIO (166) 

N- (3, 4-Vp;V:tti-7 - 2- (N'-p«^;v-N* 

- (2- (2- (r^:7^J^^>-2--f;^) 3ih^$^) -4- (b:^\/— 



15 
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TLC : Rf 0.73 (^P05^;Vi^ ;v=l 0 : D ; 

NMR(300MHz.CDCl3) : <5 7.94 (m, IH), 7.89-7.74 (m, 4H), 7.64 (s, IH), 7.54 
(d, J = 1.8 Hz, IH). 7.52-7.41 (m. 2H). 7.37 (d. J » 2.4 Hz, IH), 7.35-7.16 (m, 2H), 
6.93 (d, J = 1.3 Hz. IH), 6.81-6.71 (m. 2H), 6.27 (t. J - 1.8 Hz, IH), 5.23 (s. 2H), 
5 4.24 (t, J = 7.5 Hz. 2H), 3.47 (s. 2H), 3.18 (t, J = 7.5 Hz, 2H). 2.64 (s, 3H)o 



10 



15 



|i n (167) 

4_s^7;v:rD7 3in;i/;?^;i/^-;i/) -3- (2- (2- {±7 
>5.V>-2->f;V) -4- (N' -T^^^V-N' -.i^;VT^ ^ 




TLC : Rf 0.46 (^PO*^;VA :^i5'>'-;V=9 : 1) ; 
NMR (300 MHz. CDCI3) : d 7.88-7.69 (m. 6H), 7.51-7.38 (m. 3H). 7.26 (m. IH). 
6.96 (d. J = 7.5 Hz, 0.4H), 6.87 (d, J = 7.2 Hz, 0.6H), 6.70 (s. 0.6H). 6.60-6.56 (m, 
1.4H). 4.44 (s, 2H). 4.28 (t. J = 6.0 Hz, 0.8H), 4.20 (t, J = 6.3 Hz, 1.2H), 3.27 (t, J = 
6.0 Hz. 0.8H). 3.22 (t. J = 6.3 Hz, 1.2H), 2.88 (s, 1.2H). 2.87 (s. 1.8H), 2.75 (t, J = 
7.5 Hz, 2H), 2.25 (t, J = 7,5 Hz, 1.2H), 2.17-2.12 (m. 3.8H)o 



^^11 0 (16 8) 
20 N- (3, 4-^:^7;i.:rP7 3.ri;vx;V^-;V) -3- (2- (2- 

640 
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TLC : Rf 0.48 (^^D'> : @^^a^5^;i/= 1:1) ; 

NMR (300 MHz. CDQa) : 6 7.86-7.68 (m. 6H), 7.53-7.41 (m. 3H), 7.25 (m, IH), 
6.90 (d, J = 7.2 Hz, IH), 6.77-6.63 (m, 2HX 4.39 (s, 2HX 4.34-430 (m, 2H), 4.18 (q, 
J = 7.2 H^ 2H), 330-3.26 (m, 2H), 2.82 (brs, 3H), 2.73-2.68 (m, 2H), 2.11-2.07 (m, 
2H), 1.27 (t, J = 7.2Hz, 3H)o 



10 (16 9) 

N- (3, 4-e^7;i/;rn:7 3i— -3- (2 
3 -:7ai^;i/-2 -7'D^-;i/5}-:^$</) -4- (tr^v/— ;i/ 




TLC : Rf 0.40 i^:3f-V-> : S^i^aif^;v= 1 ; 1^ 0.5%!^®) ; 
NMR (300 IVIHz, CDCI3) : 6 9.01 (br, IH), 7.82-7.69 (m. 2H), 7.53 (d, J = 2.1 Hz, 
IH), 7.42-7.17 (m, 7H), 6.92 (d, J = 7.5 Hz. IH), 6.73-6.62 (m, 3H), 634 (dt, J = 

641 
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15.9, 5.7 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H). 4.63 (dd, J = 5.7, 1.2 Hz, 
2H), 2.86 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 



10 (17 0) 



N- (3, 4-^:^7;v:rP7rti-;w:^;v'i^-^^) -3- (2- (2- (N'- 




TLC : Rf 0.33 :a^m^9^^V=l : K 0.5%f^m) ; 

10 NMR (300 MHz, CDCl,) : 8 7.81-7.70 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.39 (d, 
J = 2.1 Hz, IH), 7.31-7.20 (m, 3H), 6.89 (d, J = 7.5 Hz, IH). 6.80-6.70 (m, 3H), 
6.68-6.60 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H). 
3.75 (t, J = 5.4 Hz. 2H). 2.98 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H). 2.30 (t, J = 7.5 Hz, 2H), 

15 i^^llQ (17 1) 



(2E) -N- (3, 4-S^7;V:^n7ai-;P:^;i/'^-'>l') -3- (2- (3 
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TLC : Rf 0.33 (-\J^t^> : mm:r.^JV= 1:1^ 0.5%!^^) ; 
N M R (300 MHz, CDCQ : 6 10.6 (br, IH), 8.01-7.89 (m, 2H), 7.73 (d, J = 15.6 
Hz, IH), 7.58 (d, J = 2.1 Hz, IH), 7.55 (d, J = 2.1 Hz, IH), 7.37-7.25 (m, 3H), 7.23- 
5 7.13 (m, 3H), 7.10-7.00 (m, 2H). 6.71 (m, IH), 6.36 (t, J = 2.1 Hz, IH), 5.69 (d, J = 
15.6 Hz, IH), 5.34 (s, 2H), 2.65-2.55 (m, 4H), 1.76 (m, 2H)o 

^glJlO (172) 

N- (3, 4-:i^7;i/;^D7i^;i/X;i/5}^n;i/) -3- (2- (2-7a^n 
0 ;i/aihdpi/) -4- (3-:^7y 7 3iy:?Fi/^^;i/) rD>'i>:p 




T L C : R f 0.52 : mm:J^^JU= 1:1); 

NMR (300 MHz, CDCI3) : <S 7.83-7.76 (m, 2H), 7.41-7.25 (m, 8H), 7.20-7.18 (m, 
2H). 6.97 (d, J = 7.5 Hz, IH), 6.89 (brs, IH), 6.82 (d, J = 7.5 Hz, IH), 5.01 (s, 2H), 

4.28 (t, J = 6.3 Hz, 2H), 3.13 (t, J = 6.3 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 
7.5 Hz; 2H)o 

643 
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10 (17 3) 



N--.VJ^;V-N-liHP=^t^-3- (2- (2- (:^-7>5'V>-2-^;V) 




TLC: Rf 0.45 (<^Dn*;i/A : ^<5'^->'V=9 : D ; 
NMR (300 MHz. CDCg : 6 7.80-7.65 (m, 4H). 7.55 (s. IH), 7.50-7.20 (m. 8H), 
7.08 (d, J = 7.5 Hz, IH), 6.91 (m, IH). 6.71 (d, J = 6.6 Hz, IH), 6.66 (s, IH), 6.27 
10 (dd, J = 2.1, 2.1 Hz, IH), 5.25 (s, 2H), 4.14 (m, 4H), 3.17 (m, 2H), 2.93 (s. 2H), 2.39 
(iii,2H)o 



10 (174) 



N- (3, 4-i?>';v;^-n7:ii-;v;^;v*c-;v) - 3- (2- (2- 
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TLC : Rf 0.50 i^:^D-> : B^^Ji5^;V'= 1 : 2^ 0.5%!^^) ; 

NMR (300 MHz, CDCI3) : <S 7.89-7.65 (m, 6H), 7.53-7.46 (m, 2H), 7.40 (dd, J = 
8.4, 1.5 Hz, IH), 7.28-7.18 (m, IH), 7.11 (d, J = 3.6 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 
5 6.86 (bs, IH), 6.76 (d, J = 7.5 Hz, IH), 6.50 (d. J = 3.6 Hz, IH), 4.41 (s, 2H), 4.31 (t, 
J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.08 (t, J = 7.2 Hz^ 
2H)o 

^^JIO (175) 
10 N- (3, 4-5^:7;i/5j-p7 3^rt;i/;:^;V5jx~;i/) - 3- (2- (2- 




TLC : Rf 0.75 C-^^-yv : @^^ai5=-;i/= 1 : 1) o 

15 10 f 1 7 6 ) 

N- (3, 4-S^7;i/:*-n7 3i^;i/:;^;i/3tx-;i/) -3 - (2- (2- 
t^lx>-2 — f;i/) Jih^^Fi^) -4- (tfU5^>-2 — r;i/:2h^i^) -73^— 
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TLC : Rf 0.50 : B^m^^^>^= 1 1> » 



mmm\ i o (i 7 7 ) 

N- (3, 4—:^yM^y=^=-^^^^^'^'-^^^ 




10 lyv—i^l 

TLC : Rf 0.50 (^DP^;i^^ :^^y-;V=9 : 1) ; 
NMR (300 MHz. CDCQ : S 7.90-7.74 (m, 3H). 7.72-7.63 (m, 3H). 7.58-7.38 (m. 
6H). 6.95 (d, J = 7.8 Hz, IH). 6.72^.66 (m, 2H). 6.28 (dd, J = 2.1, 1.8 Hz, IH). 5.29 
(s, 2H). 4.25 (t, J = 6.6 Hz, 2H). 3.22 (t, J = 6.6 Hz, 2H). 2.40 (t, J - 7.2 Hz, 2H), 
15 1.63 (t, J = 7.2 Hz, 2H), 135-1.18 (m, 4H)o 

TLC : Rf 0.64 (5^pp4^;Vi^ : ^^^->>l^= 1 0 : D » 
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^^JIO (17 8) 

(2E) -N- (3, 4-S^7;i/;4-D7 3i— ;i/>^;t//}x-;i/) - 3- (2- (t: 
^V^— — r;i/^5=-;i/) -3- (2- (i-Z7^u>-2-^;v) ai^^ 




TLC : Rf 0.52 (i'Dn/ix^l/A ; ;>«^>'— ;V= 1 0 : 1) ; 
NMR (300 MHz, DMSO-de) : 6 8.01 (m, IH), 7.95-7.65 (m, 7H), 7.54-7.37 (m, 
10 6H), 6.62 (d, J = 15.6 Hz, IH), 6.16 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.22 (t, J = 6.6 
Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 

TLC : Rf 0.57 (^Ut3:^;i/A : ^9 J—)\/= 1 0 : 1) » 

15 mm 10 (17 9) 

(2E) -N- (3, ^-Vy))/:^U17 :iL=:.}\/7.)\/i^—)V) -3 - (4 - (l^ 
^VT-;!/- l-^;i/p<5^;V) -3- (2- (:^7;5' 2 — f :c h 




PCT/JP02/08120 

WO 03/016254 



TLC : Rf 0.52 (^DD>f:;VA : ^5'>'-;V= 10:1) ; 
N MR (300 MHz. CDCa,) : 6 7.94-7.66 (m, 7H), 7.54-7.23 (m, 5H), 7.11 (m, IH), 
7.05 (s, IH), 6.17 (t, J = 2.1 Hz, IH), 5.86 (d, J = 153 Hz, IH), 4.96 (s, 2H). 4.16 (t. 
J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H)o 



, 0(18 0) 

N- (3, 4-i?7;i/:rP7 3:-;i/X;i/4^-;V) -3 - (2 - (2- (4- 
7:c-;Vtf^^^:?>-l-'<^V) Xh:3pi<') -4- (li^V-^V-l-'f^V 



10 




15 



TLC:Rf 0.58 QSm:^"^)^-- ^^^-^^==^ ' " 
TLC : Rf 0.40 (^:7DP4^;VA :;^^^->'^=l 0 1> ° 

mmmiQ (i 8 i) 

N- (3, 4-i;:7;V:tn7 3i-;v;^;V't^-''l^) -3- (2- (2- (4- 
7air:;v-l, 2, 3, 6-7^b^th*ol^U$^>-l-<''^) 

-4- (i^9y-;v-i-^;v^^;v) 7^^;v) t-p^-^^t^k 
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TLC : Rf 0.66 imm^^Jl^ : ^^5'^~;i/=5 : 1) o 
5 T L C : R f 0.37 n 0!jT;vij. : ^ ^— ;i/= i o : Do 
10 (18 2) 

N- (3, 4 -$^7;1'5}-0 7jc— ;p;^;i/3n::^;i/) -3- (2- (2- (4- 
;vb:'^>;s^>- 1 — f ;p) jih^^) -4- 1 — f^v 

pop 




T L C : R f 0.67 (Wm^^^Jl^ : ^ ^J' y — ;i/= 5 : 1) o 
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mmmio (i 8 3) 

N_ (3, 4-$;7;V:4-D7i^;V^;i/5tc-;V) -4- (2- (2-731— 
K 




T L C : R f 0.70 (^^ D n 7^;i/ A : J — ;i'= 1 0 ; 1 ) ; 
N MR (300 MHz, CDCI3) : 5 7.96-7.80 (m, 2H), 7.42-7.14 (m, lOH), 7.03 (d, J = 
7.2 Hz, IH), 6.94-6.85 (m, 2H), 5.01 (s, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.10 (t. J = 6.5 
Hz, 2H). 2.55 (t, J = 7.0 Hz, 2H), 1.97 (t, J = 7.0 Hz, 2H), 1.80-1.64 (m, 2H)o 

10 

^#110 (18 4) 

N- (3, 4-5^7;i/:4-n7 3i^;VX;V:?l^— -4- (2- (2- 

^i/y-2-^;i/) j^h^s/) -4- (3-5/r^7 3i^:^s^p«^;v) 7:^ 
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TLC : Rf 0.84 (^nn7jT;i/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCl,) : 6 7.92-7.70 (m, 4H), 7.55-7.14 (m, lOH), 7.01 (d, J = 
5 7.5 Hz, IH), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 431 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 
Hz, 2H), 2.49 (t, J = 7.2 Hz, 2H), 1.81 (t, J = 7.2 Hz, 2H), 1.74-1.50 (m, 2H)o 

TLC : Rf 0.74 (^DD7f;;i/A : jA-^^^—jV^ 10:1) ; 
NMR (300 MHz, DMSO-d«) :d 7.90-7.78 (m, 5H), 7.68 (m, IH), 7.62-7.30 (m. 
10 8H), 7.05 (s, IH), 7.02 (d, J = 7.5 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 5.09 (s, 2H), 
4.25 (m. 2H), 3.20 (m, 2H), 2.40 (m, 2H), 2.02 (m, 2H), 1.59 (m. 2H) o 

mmm i o ( i s 5 > 

N- (3, 4 -Vz7;\/:$ru-7 3Lz^jv:^j]/^z=.;\^) -3 - (2- (5—7 3^— 
15 JV^>^jV:^^iy) -4- (i^^\/— — fji^jA^ju) 7a;— ;i/) ra 
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TLC : Rf 0.63 (^dd4^;WA : ^^J—)\^= 1 0 : 1) o 
^ fsai 10 (18 6) 

N- (3, 4-S^7;V:ri3:7 3Lz::;VX;V'i^-;V) -3- (2- (6-731^ 




TLC : Rf 0.61 (^J' Da3^;V-£v : ^^>'-;V==l 0 : 1) » 

10 

^ fai in (18 7) 

N- (3, A-^jyM'^y ^=-)'^^>^'^^=-^^'^ -3" 
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TLC : Rf 0.52 (^nD:*^;i/A : ;v= 1 0 : 1) o 

mmm i o ( 1 8 s ) 

5 N- (3, 4-i?:7;i/3i-n7iri;i/x;V7ix=.;i/) -2- (2- (2- 
^\y>-2 — oth^ri/) -4- ;V- 1 — f;i/^^;i/) 



10 TL C : Rf 0.40 (^DD5lt;V'A : ^^y'— ;V= 1 9 : 1) ; 

NMR (300 MHz, CDCQ : 6 7.93-7.71 (m, 6H), 7.57-7.36 (m, 5H), 7.25 (m, IH^ 
6.89-6.74 (m, 3H), 6.29 (t, J = 2.3 Hz, IH), 5.24 (s, 2H), 4.46 (s, 2H), 435 (t, J = 7.2 
Hz, 2H), 3.35 (t, J = 7.2 Hz, 2H)o 

15 T L C : R f 0.45 {^UUyt^J]/2^ : ^i^y^ — ;i/= 10: Do 
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mmm i o (18 9) 

N_ (3, 4-i>yMuy:c=^)v:^)V-!i-^-)]/) -3- (2- (2- (i^^ 



TLC : Rf 0.40 (^J7nD7t%;i/A : p^i?^— ;V=9 : 1) J 
N M R (300 MHz, CDCQ : <S 7.90-7.80 (m, 2H), 7.56 (d, J = ^1 Hz, IH), 7.53 (d, 
J = 2.1 Hz, IH), 7.48 (d, J = 2.1 Hz, IH), 738 (d, J = 2.1 Hz, IH), 7.33-7.24 (m, IH), 
6.99 (d, J = 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, IH), 6.56 (s, IH), 6.35 (t, J = 2.1 Hz, 
10 IH). 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.59 (t, J = 4.2 Hz, 2H), 4.23 (t, J = 4.2 Hz, 
2H), 2.83-2.77 (m, 2H), 2.43-238 (m, 2H)o 

mmmio ( i 9 o) 

N- (3, 4-s^:7;v:^-D-7:nn;v>^;vj^::^;w) - 3- (2 - (2 - (2- 

15 p<^;M^^^v^->'i/-i-'f>'^) -4- 
j^5^;i/) 731— ;v) ro/^VT^ h* 
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TLC : Rf 0.30 (^^DD7Jt;va : ^^y— ;i/=4 : 1) ; 
NMR (300 MHz, CDOg) : 6 7.97-7.84 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.38 (d, 
J = 2.1 Hz, IH), 7.28-7.19 (m, IH), 7.06-6.97 (m, 3H), 6.73 (d, J = 7.8 Hz, IH), 6.58 
(s, IH), 6.28 (t, J = 2.1 Hz, IH), 5.23 (s. 2H), 4.32 (t, J = 5.1 Hz, 2H), 4.14 (t, J = 5.1 
5 Hz, 2H), 2.64 (t, J = 8.4 Hz, 2H), 2.52 (s, 3H), 1.86 (t, J = 8.4 Hz, 2H)o 

ISte^J 10 (19 1) 

N- (3, 4-S^y)V:tu-7m-j]/:x,;\,^-j\/) -2- (2- (2- (±-7 
^U>-2-^;\^) 3Lh^iy) -4- (tr^vr-.;v- l->f;i,p?5i.;p) ^> 

10 ) hT'^ K 



TLC : Rf 030 (tJ7nD7lv;i/A : pt^j^y— ;i/=4 : 1) ; 
NMR (300 MHz, DMSO-d«) : d 8.38-8.35 (m, IH), 7.92-7.71 (m, 8H), 7.52-7.43 
(m, 5H), 7.05 (s, IH), 6.74 (d, J = 8.1 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.33 (s, 2H), 
15 4.37 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 4.5 Hz, 2H), 3.33-3.29 (m, 2H)o 

m#llO (192) 

N- (3, 4-S?7;P:^-D7 3ir^;i/;^;i/4^n;i/) -3- (2- (2- (N- 

3i5=^;v-N-:7;c^;i/:p^y) aih^^e^^) -4- (tf^y— — f;i/7< 
20 5^;i/) 73:1— ;i/) T'DyivT'^ K 
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T L C : R f 0.32 D D*;i/A : J — ;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 5 7.82-7.70 (m, 2H), 7.54 (d, J = 1.8 Hz, IH), 738 (d, 
J = 2.1 Hz, IH), 7.32-7.20 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.78-6.63 (m, 5H), 6.28 
5 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.7 Hz, 2H), 3.71 (t, J = 5.7 Hz, 
2H), 3.42 (q, J = 6.9 Hz, 2H), 2.77 (t. J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.16 (t, 
J = 6.9Hz,3H)o 

^^^11 0 (19 3) 

10 N- (3, 4-s^7;i/:ra:7 3ir^;v;^;i/>^-;v) - 3- (2- (2- (N- 

(2-t h*P^^'J^^>'W -N-7:ii-;VT^^) :i^h^S/) -4- (l^^ 



TLC : Rf 0.41 (i'nDTj^;^^ : p^:?.^— >'l'=9 : 1) J 
15 NMR (300 MHz. CDa,) : S 7.86-7.74 (m. 2H). 7.53 (d, J = 2.1 Hz, IH), 7.37 (d, 
J = 2.4 Hz, IH), 7.32-7.24 (m, 3H). 6.96 (d, J = 7.8 Hz, IH), 6.87-6.80 (m, 3H). 
6.71-6.64 (m, 2H), 6.27 (dd, J = 2.4, 2.1 Hz, IH), 5.22 (s. 2H), 4.18 (t, J = 4 J Hz, 




pop 
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2H), 3.95 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 43 Hz, 2H), 3.64 (t, J = 4.8 Hz, 2H), 2.83 (t, 
J = 7.5 Hz, 2H), 2.36 (t, J » 7.5 Hz, 2H)o 

mm.m i o ( i 9 4 ) 

5 N- (3, 4-i?7;i/:^-D7i— ;v>^;V7}t— -3- (2- (3- (N- 
^5^;i/-N-7 3i— rnsi^^i^) -4- (tr^y— l ->f ;i/ 

9 o p 



T L C : R f 0.30 (^^ D D:4^;1/A : ^y^)V= 19:1) ; 
10 N M R (300 MHz, CDCQ : <y 7.82-7.68 (m, 2H), 7.54 (d, J = 1.8 Hz, IH), 7.40 (d, 
J = 1.8 Hz, IH), 7.30-7.16 (m, 3H), 6.93 (d, J = 8.1 Hz, IH), 6.74-6.60 (m, 5H), 6.29 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 3.97 (t, J = 6.0 Hz, 2H), 3.48 (t, J = 6.9 Hz;, 
2H), 2.92 (s, 3H), 2.87 (t, J = 7.2 Hz, 2H), 2.51 (t, J = 7.2 H^ 2H), 2.05 (m, 2H)o 

15 10 (19 5) 

N- (3, 4-S^:7;V:^D:7ai— ;vx;i/;i^::i;v) - 3- (2- (2- (:^:7 
v>-2— f;i/) cnhdpi/) - 4- (1— t KD^i^- i-p<5=-;i/:n5=-;i/) 
r7 3ij:^;i/) rrD/t^T"^ K 
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T L C : R f 0.58 (^5^ P P3r:;i/A : ^ — ;V= 1 0 : 1 ) o 

^^10 (19 6) 
5 N- (3, A-VyMny:t.=^)\/M-^—)\^) -3- (2- (2- (±7 




10 TLC : Rf 0.78 (^PP5}t;VA : pi^^— ;V : 1 8 : 1 : 1) o 

TLC : Rf 0.17 (^PPJ^;i'A : pt^J^^— ;V= 10:1) ; 
N MR (300 MHz; DMSO-d«) : 6 7.94-7.76 (m, 5H), 7.69 (m, IH), 7.63-738 (m, 
6H), 7.31(d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.66 (d. J = 7.5 Hz, IH), 6.27 (t, J = 2.1 
15 Hz, IH), 5.31 (s, 2H), 4.21 (m, 2H). 3.19 (m, 2H)o 

^^10 (19 7) 
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N-7 3i-;i/;^;i'7f:— ;i/-3- (2- ( (3-p«5=-;i/- l -:7 3i^;i/:;^^;i/) 



TLC : Rf 0.55 (^nDJl^;VA : ;i'= 10:1) ; 

5 NMR (300 MHz, CDCI3) : 6 7.88 (dd, J = 7.8, 1.8 Hz, 2H), 7.55 (m, IH), 
7.45-7.30 (m, IIH), 7.13 (d, J = 7.8 Hz, IH), 7.03-6.96 (m, 3H), 6.26 (d, J = 8.4 Hz, 
IH), 5.27 (dt, J = 8.4, 8.4 Hz, IH), 5.02 (s, 2H), 2.96-2.75 (m, 2H), 2.50 (dt, J = 1.8, 
8.1 Hz, 2H), 1.90-1.55 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

10 ^^Jl 0 (19 8) 

N- (3, 4-5^:7;i/:^D:7ai-;i/:^;i/7ix-;i/) -3- (2- (2-tKn 
:^i/-2- (:^7^1x>-2 — f;V) aih^>» -4- ( 3 -S^Ty' ^ai^' 



15 TLC : Rf 0.41 i^^V'^ : S^®3i5=-;V= 1 : 1> 0^%mW ; 

NMR (300MHz, CDCI3) : 6 7.98-7.86 (m, 4H). 7.82-7.72 (m, 2H), 7.60-7.52 (m, 
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3H), 7.36 (m, IH), 7.30-7.14 (m, 4H), 7.06 (d, J - 8.1 Hz. IH), 6.90-6.84 (m, 2H), 
5.46 (dd, J = 8.7. 3.0 Hz, IH), 4.98 (s. 2H), 4.30 (dd, J = 9.9. 3.0 Hz, IH), 4.19 (dd, J 
= 9.9, 8.7 Hz, IH), 3.05-2.80 (m, 2H), 2.70-2.45 (m, 2H)o 



10 



10 (19 9) 



15 



N- (3, 4-i^7;V;rD7a.r:;VX;V:*^-;V) -3- (2- (2- (3- 




TLC:Rf 0.40 (^nD^;VA:^^>'-^^=9 • 1) ; 
NMR (300 MHz, CDCU) : 6 7.75-7.69 (m. 2H), 7.55 (d, J = 2.1 Hz. IH). 7.40 (d. 
J = 2.1 Hz, IH), 7.30-7.23 (m. 2H). 6.94-6.80 (m, 4H), 6.67-6.62 (m. 2H), 6.29 (t, J = 
2.1 Hz. IH). 5.26 (s. 2H). 4.21 (t, J = 6.0 Hz, 2H). 3.89-3.86 (m, 4H). 3.21-3.18 (n. 
4H). 3.05 (t. J = 6.0 Hz, 2H). 2.69 (t, J = 7.5 Hz. 2H). 2.20 (t. J = 7.5 Hz. 2H)o 



>miO (2 0 0) 

N- (3, 4-e^:7>>V'>rn7:n-;vx;i/*^->»v) -3- (2- (5-7*- 
;v^>'^;v) -4- (vi^^^-;v-i-^;vp^5-;i.) 7x-;v) rp^ivr 
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TLC : Rf 0.60 (n-^^t>-> : @^^a^9^;i/= 1 : 2) ; 
N M R (300 MHz, CDCI3) : 6 9.12 (bis, IH), 7.88-7.78 (m, 2H), 7.53 (d, J = 2.1 
Hz, IH), 7.43 (d, J = 2.1 Hz, IH), 733-7.25 (m, 3H), 7.20-7.15 (m, 3H), 6.96 (s, IH), 
5 6.82 (s, 2H), 6.30 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 2.80 (t, J = 7.8 Hz, 2H), 2.59 (t, J 
= 7.8 Hz, 2H), 2.43 (t, J = 7.8 Hz, 2H), 233 (t, J = 7.8 Hz, 2H), 1.65-1.56 (m, 2H), 
1.54-1.44 (m, 2H), 139-1.31 (m, 2H)o 

^#110 (20 1) 
10 N- (3, 4-2^7;i':rn7x.^;i/:^;VJh— ;b) -3- (2- (5-73i::i 

1 -^>7^— ;v) -4- (tf^V— — f;i'p«5^;i/) :r 




TLC : Rf 0.60 (n-^^-tfV : mm:x.'^Jl^= 1:2); 
15 N M R (300 MHz, CDCI3) : 6 8.82 (bra, IH), 7.85-7.75 (m, 2H), 7.54 (d, J = 2.1 
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Hz, IH). 7.43 (d. J = 2.1 Hz. IH). 7.32-7.18 (m, 7H), 6.85 (s, 2H), 6.42 (d. J = 15.6 
Hz. IH), 630 (t. J = 2.1 Hz. IH). 6.05 (dt, J = 15.6. 6.9 Hz. IH), 5.27 (s, 2H). 2.86 (t, 
J = 7.8 Hz. 2H), 2.65 (t. J = 7.8 Hz. 2H), 2.36 (t. J = 7.8 Hz. 2H). 2.25-2.18 {m, 2H), 
1.83-1.72 (m,2H)o 



N- (3, 4-i?7;V:rP73i-;V7^;V5}^->'l') -3- (2- (5 731- 

o o o 

"^g-^ ^ F 




10 

T L C : R f 0.60 (n— N:3s^-y-> : mm:r.^)^= 1:2); 
NMR (300 MHz. CDCI3) : ^ 8.41 (brs. IH). 7.84-7.71 (m. 2H), 7.55 (d, J = 2.1 
Hz, IH). 7.41 (d, J = 2.1 Hz. IH). 733-7.18 (m, 7H). 6.96-6.95 (m. 2H). 630 (t. J = 
2.1 Hz, IH). 5.24 (s, 2H), 3.01 (t. J = 7.2 Hz. 2H). ^74 (t. J = 7.2 Hz. 2H). 2.56 (t. J 
15 = 7.2 Hz, 2H), 2.42 (t, J = 7.2 Hz. 2H). 1.95-1.85 (m, 2H)o 



1 0 (203) 



N- (3, 4-S^7;i/::tn7x-;i/y^;V3}^-;V) -3- (2- (N— 

^;vif^^i^>-i-^;v) -4- (l^^^>r-;^-l-f;vp^^^^) 

20 ;V) T-D/IVT^ 
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T L C : R f 0.60 (S^^3i5^;i/) ; 

NMR (300 MHz, CDOg) : 6 7.69-7.61 (m, 2H), 7.54 (d, J = 2.1 Hz, IH), 7.42 (s, 
6H), 7.25-7.16 (m, IH), 7.02 (d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.83 (d, J = 8.1 Hz, 
5 IH), 6.30 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 3.87 (m, 2HX 3.56 (m, 2H), 2.92-2.84 (m, 
6H), 2.59 (t, J = 7.2 Hz, 2H)o 

10 (2 04) 

N~ (3, 4-i^yj]/7tu7 3^—;u:7.j\/:i^—ji/) -2- (1- (1- (i-z7 



TLC : Rf 0.71 imm^^^J^ : 9 : 1) ; 

NMR (300 MHz, CDa,) : 6 8.62 (d, J = 8.1 Hz, IH), 8.19 (d, J = 8.7 Hz, IH), 

7.95 (d, J = 8.1 Hz, IH), 7.80 (m, IH), 7.72-7.58 (m, 4H), 7.46-735 (m, 3H), 7.21 (d. 
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J = 7.5 HZ, IH). 7.19 (d, J = 7.2 Hz, IH), 7.11 (d, J = 7.5 Hz. IH). 7.05 (s, IH), 5.16 
(q, J = 6.6 Hz, IH), 3.40 (s, 2H), 1.75 (d, J = 6.6 Hz, 3H)o 



0 (205) 



N- (3, 4-$^7;v:rn7 3.ri;i/:5^;v>^-;i/) -2- (2-p?^;v-l 

° o 

, wo 





TLC:Rf 0.77 = ' 

10 NMR (300MHz,CDCl3) : d 8.01 (d, J = 7.5 Hz, IH), 7.92 (d, J = 8.1 Hz. IH), 

7.82-7.77 (m, 2H), 7.74-7.52 (m, 4H). 7.47 (d. J = 6.0 Hz. IH), 7.40 (dd, J = 7.8, 7.8 
Hz, IH), 7.24-7.06 (n, 4H), 5.38 (q. J = 6.9 Hz, IH), 3.57 (s, 2H), 2.41 (s, 3H). 1.81 
(d,J = 6.9Hz.3H)o 



15 



^m}^ 0 (2 0 6) 

N- (3, 4-S?7;V:^P7x:r:;V>^;i/>^-;V) -3- d" d" (^^ 
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TLC : Rf 0.87 : ;V=8 : 1 ) ; 

N M R (300 MHz, CDCQ : 6 8.58 (d, J = 8.4 Hz, IH), 8.21 (d, J = 7.8 Hz, IH), 
7.94 (d, J = 9.0 Hz, IH), 7.84-7.64 (m, 4H), 7.59 (dd, J = 7.5, 7.5 Hz, IH), 7.42-7.17 
5 (m, 6H), 6.89 (s, IH), 5.11 (q, J = 6.6 Hz, IH), 2.72 (m, 2H), 2.30 (m, 2H), 1.73 (d, J 
= 6.6 Hz, 3H)o 

mmm i o (207) 

N- (3, 4-^yjV:tti-7=^—)l/::^JV7i^—)V) -3- (2- ( (S-jA'f- 
10 l-7a^^;i/:r^;i/) *;wt^-r;i/) -4-^ h^$«';?«5^;i/7m;i/) 




TLC : Rf 0.45 (n-^^^tJ-^ : g^®Ji^;i/= 1:2) ; 
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NMR (300MHz,CDCl3) : 6 7.68-7.60 (m, 2H), 7.44-7.08 (m, 9H), 6.30 (d, J = 
93 Hz, IH), 5.27 (m, IH), 4.42 (s, 2H), 3.44 (s, 3H), 3.00-2.76 (m, 2H), 2.64-2.48 
(m. 2H), 1.92-1.70 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

5 ^jjfe^llO (2 0 8) 

N- (3, 4-S?7;V;rD7:nL^;i/X;v>^-;i/) -3- (2- ( (3-p<5=- 



10 TLC : Rf 0.30 in-^^^)-> :Bm^^}^= 1 : 2) o 

mmm\ to (2 0 9) 

N- (3, 4-$^:7;v:rn7 3i-;i/::^;i/*c-;v) -3- (2- ( (3-^5^ 
;p_i_7:n-;v:/5^;p) :jE7;wt^^;i/) -4- (n-j^^;i/-n-^5^;v 
15 y^;V7ix-;i/T^>') 7:cr:;i/) :7-D7i>r^ l« 
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T L C : R f 030 {n-^'^^> : @^^rc5^;i/= 1 : 2 ) o 
10 (210) 

N- (3, 4-i^7;i':rD7ax-;i/::^;v^r^;i/) -3 - (2- ( (3-^^ 




TLC : Rf 0.60 in-^^V-> : if^a:5^;V= 1 : 2) o 
^^no (2 1 1) 

N- (3, 4-SJ7;i/;rn>'3ic:i;V:=^;i/5}v-;i/) - 3- (4-SyT^-2- 
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TLC : Rf 0.54 {n-^^^^^ : S^^3i^;V= 1 : 2) ; 
N M R (300 MHz, CDCU : S 7.84-7.70 (m, 2H), 7.64 (d, J = 1.8 Hz, IH), 7.59 (dd, 
5 J = 7.8, 1.8 Hz, IH), 7.46-7.20 (m, 7H), 6.34 (d, J = 7.8 Hz, IH), 5.23 (m, IH), 3.02- 
2.80 (m, 2H), 2.51 (t, J = 7.4 Hz, 2H), 1.92-1.46 (in, 3H), 1.03 (d, J = 5.9 Hz, 3H), 
1.01(d,J = 5.9Hz,3H)o 

^^110 (2 12) 
10 N— (3, 4-5^7;i/:;rD7 3i-;v;^;V7j^^;V) -3 - (2- ( (3-^^ 
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TLC : Rf 0.49 i^uin:^)VA : ^^y— ;i/= 10:1) ; 
NMR(300 MH^ DMSO-d«) : 6 12.30 (brs, IH), 8.88 (d, J = 8.4 Hz, IH), 7.94 (m, 
IH), 7.80-7.68 (m, 2H), 7.33-7.19 (m, 7H), 7.08 (d, J = 2.1 Hz, IH), 4.98 (m, IH), 
3.75 (quint, J = 6.9 Hz, IH), 2.76-2.71 (m, 2H), 2.54-2.49 (m, 2H), 1.75-138 (m, 
5 3H), 1.41 (d, J = 6.9 Hz, 6H), 0.87-0.83 (m, 6H)o 

iiaSga 10 (213) 

N- (3 -7;i/:^D:7ai~;v;^;i/5}t-;i/) -3- (2- (2- (S-^h^ap 
Sy7air:;V:i»;i/^-;i/7'^>') aihdp$x) -4- (tf^\/— 1 --T;!/^ 

10 ^;v) 7 31— ;i/) :rDv'i>:F^ h* 



TLC : Rf 0.43 (^DD7j^;i/A : ji^y—)l^= 10:1) ; 
N MR (300 MHz, DMSO-de) : 6 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.72-7.53 (m, 4H), 7.45-7.30 (m, 4H), 7.07 (m, IH), 6.86 (d, J = 8.1 Hz, IH), 6.85 (s, 
15 IH), 6.56 (d, J = 8.1 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.06-3.97 (m, 

2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 

^as^Jl 0 (2 14) 

N- (4-7;V:tD:7a:-;i/X;i/7^:=i;i/) -3- (2- (2- (3-p«h=3p 
20 j/:7 3i— y ) jihdps^) -4- ;v- 1 — 



o 
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TLC : Rf 0.44 (^PD7^;VA :p«^^->'V=10 : 1) ; 
NMR(300MHz,DMSO.d,) 8.62 (t, J = 5.4 Hz, IH), 7.96-7.87 (xn,2H). 7.77 
(d. J = 2.1 Hz. IH). 7.47-7.30 (m, 6H). 7.07 (m, IH), 6.86 (d. J = 7.8 Hz, IH), 6.84 (s, 
IH). 6.56 (d. J = 7.8 Hz. IH), 6.24 (t. J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H). 3.78 (s. 3H). 3.65-3.56 (m. 2H). 2.65 (t, J = 7.2Hz. 2H), 2.44 (t, J = 7.2 Hz. 
2H)o 



10 ^^ff^f^^1 0 (2 15) 

N- (4-^^;V7-->'^:^>'^^*^>'^) -3- (2- (2- 

;V) 7 3i-;v) yUJ^>T^ 1* 

o 
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TLC : Rf 0.44 (^DD3j^;i/A : jj^^^— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d^) : 6 8.62 (t, J = 5.7 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.72 (d, J = 8.1 Hz, 2H), 7.47-7.31 (m, 6H), 7.07 (m, IH), 6.86 (s, IH), 6.84 (d, J = 
7.2 Hz, IH), 635 (d, J = 7.2 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01 (t, J 
5 = 5.4 Hz, 2H), 3.78 (s, 3H), 3.64-3.55 (m, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.44 (t, J = 
7.5 Hz, 2H), 238 (s, 3H)o 

mmm i o ( 2 i 6 ) 

N- (3 -— bD:7 3i:::i;i/;:^;V7}NC::i;i/) -3- (2- (2- (3-^h^S^ 

10 7 31— ;i/:*7;i/7t?— ^i'^'^^) o^h^S/) -4- (if^^/— 1 — r;i/^5=- 



T L C : R f 0.43 D n : p< ^S? ^ — ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dj) : 6 8.61 (t, J = 5.4 Hz, IH), 8.57 (s, IH), 8.52 (d, J 
15 = 7.8 Hz, IH), 8.25 (d, J = 7.8 Hz, IH), 7.89 (t, J = 7.8 Hz^ IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.45-7.28 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 8.4 Hz, IH), 6.84 (s, IH), 6.53 (d, 
J = 8.4 Hz, IH), 6.23 (t, J » 2.1 Hz, IH), 5.21 (s, 2H), 4.01 (t, J = 5.7 Hz^ 2H), 3.77 (s, 
3H), 3.64-3.54 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 




20 mmm i o (217) 
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N- (3-^^ 



- 3- (2- (2- (3-^ h=3P^> 



5 TLC : Rf 0.43 (<^Pn*;i/A : ^^^-;V=1 0 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.62 (t, J = 5.4 Hz, IH), 8.25 (s, IH), 8.17 (d, J 
= 8.1 Hz, IH), 8.13 (d. J = 8.1 Hz, IH), 7.80 (t, J = 8.1Hz, IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.77 (d, J = 2.1 Hz, IH), 7.46-7.30 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 7.8 Hz, 
IH), 6.84 (s, IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H). 4.02 

10 (U = 5.4 Hz. 2H), 3.78 (s, 3H), 3.66-3.56 (m, 2H), 2.65 (t, J = 6.9 Hz, 2H), 2.45 (t, J 
= 7.2 Hz, 2H)o 

ggjjfe^ll 0 (2 18) 

N- (3-^5^;v7 3.-;vx;v*-;v) -3- (2- (2- i3-;^h^i^ 
15 7x-;v*;v4?:^;vr^y) ^^.b^^e/) -4- i\^^^J-)V-l-^)V;^^ 




o 
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TLC : Rf 0.43 (^UU-^^l^A : ^^y— 10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2-1 Hz, IH), 
7.69-7.60 (m. 2H). 7.52-7.30 (m, 6H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, 
5 IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H), 3.78 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.43 (t, J = 7.2 Hz, 
2H), 2.37 (s, 3H)o 

mmm i o (219) 

10 N- (3-^ h:^2^7 3i-;v:^;i/7i^-;i/) -3- (2- (2- (3-p«h=^ 
5^;b) ;v) rn^iVT^ K 




TLC : Rf 0.44 (^DD5i^;i/A : ^^>'— ;i/= 10:1) ; 
15 N M R (300 MHz, DMSO-dj) : 6 8.63 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
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7.53-7.23 (m, 9H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, IH). 6.56 (d, J = 
7.8 Hz; IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 Hz, 2H), 3.80 (s, 
3H), 3.78 (s, 3H), 3.65-3^6 (m, 2H), 2.66 (t, J = 7.2 Hz. 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

5 i^^^ fill Q (2 2 0) 

N- (3- hU7;i/;rn^g=-;V7i-;i/:^;V'i^->>^) - 3-(2-(2-(3 



10 TLC : Rf 0.43 (^>nn4^;i/A : p<i57y— ;v= 1 0 : 1) ; 

NMR(300MHz,DMSO-d,) :<y 8.62 (t, J = 5.4 Hz, IH), 8.16-8.07 (m. 3H). 7.85 
(t, J = 8.1 Hz, IH), 7.76 (d, J = 2.1 Hz, IH), 7.46-7.28 (m, 4H), 7.08 (m, IH), 6.85 (s, 
IH). 6.83 (d. J = 7.8 Hz, IH), 6.53 (d, J = 7.8 Hz. IH). 6.24 (t. J = 2.1 Hz. IH), 5.23 
(s, 2H). 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H). 3.65-3.55 (m, 2H), 2.65 (t, J = 6.9 Hz. 

15 2H).2.46(t,J = 6.9Hz.2H)o 

^glJl 0 (2 2 1) 

N- hi^i/>b;i/7jf-;i/7 3ir:;i/::^;i/>l^-;i/) - 3-(2-(2-(3 

-p<hd^.t.7n.r^;v?b;v4f-;i/T^^) j^b^i^) -4- (if^y-;^ 1 

20 -'f;!/^^;^) 7xn;i/) >^D7S>T^h' 
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TL C : Rf 0.44 (^DD7^;i/A : 71/= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d^) : 6 8.61 (t, J = 5.4 Hz, IH), 8.40 (s, IH), 8.23 (d, J 
= 7.8 Hz, IH), 8.09 (d, J = 7.8 Hz, IH), 7.78-7.69 (m, 2H). 7.44-7.29 (m, 4H), 
5 7.06(m. IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IH), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.90 (s, 3H), 3.77 (s, 3H), 3.64- 
3.55 (m, 2H), 2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 



^^JIO (2 22) 
10 N- i3-ii3j]/^^iy'7aL=i;]/X)]y:^=-J}/) -3- (2- (2- (3-^h 




T L C : R f 0.21 (^ D D3^;i/A : 10:1) ; 

15 NM R (300 MHz, DMSO-de) : 6 8.62 (t, J = 5.4 Hz, IH), 8.40 (s, IH), 8.22 (d, J 
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= 7.8 Hz, IH), 8.06 (d, J = 7.8 Hz, IH), 7.79-7.69 (m, 2H), 7.46-7.30 (m, 4H), 
7.06(m, IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IH), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.64-3.55 (m, 2H), 
2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

mrnm i o (223) 

N- (3, 4-2^:7;i/;tn7 3i-;v:^;vjj^— ;i/) -3- i6-i^T^-l- 




TLC : Rf 0.46(n-'\=3p-y->:B^^:t^;V:B^^= 1 0 0:100:1); 
NMR (300 MHz, DMSO-d«) : 6 12.25 (brs, IH), 8.70 (s, IH), 8.24 (d, J = 8.7 Hz, 
IH), 7.98 (m, IH), 7.89-7.82 (m, 2H), 7.84-7.72 (m, 3H), 7.68-7.55 (m, 4H), 7.44 (t. 
J = 7.5 Hz, IH), 7.38 (m, IH), 5.50 (q, J = 6.9 Hz, IH), 2.80-2.60 (m, 2H), 2.57-2.43 
15 (m, 2H), 1.63 (d, J = 6.9 Hz, 3H) o 

mrnm 10 (224) 

N- (3, 4-i?7;i/:^D7^— ;i') -2- (5- ;i/ 
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TLC : Rf 0.40 (S^^J^^;!/ : p(^J'>'-;V=8 : 1) ; 
NMR (300MHz,CDa3) : 6 7.91 (d, J = 9.0 Hz, IH), 7.75 (d, J = 7^ Hz, IH), 
5 7,67 (m, 2H), 7.50-7.00 (m, lOH), 6.87 (brs, IH), 6.15 (s, IH), 5.68 (d, J = 15.1 Hz, 
IH), 5.15 (s, 2H), 4.52 (d, J = 15.1 Hz, IH), 4.31 (s, IH), 2.80-2.60 (m, 2H)o 

^^JIO (22 5) 

N- (3, 4-2^7;i/3|-n7 3i— ;i/;^;i/jj^:=;i/) -2- ( 5 -^ai^ ^>>;>< 
10 2 - ( 3 1 -7 -r v-f > l« 'J >- 3 -:t> 



T L C : R f 0.64 (B^^rc^^;!/ : / ^ y — ;i/= 5 0:1) ; 

NMR (300 MHz, CDQa) : 6 7.90-6.92 (m, 16H), 5.70-4.70 (m, 2H), 5.08 (m, 2H), 
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3.00-2.00 (m, 2H), 1.95-1.45 (m, 3H), 0.94 (m, 6H)o 
0 

5 ^JV 

O 




3_ (2-ti)v:r^^^-4-^Y^t^M'^^^^)^y^-^^^ -yun^^ 

10 TLC : Rf 0.58 : mm=^^)^= 1 : 1) o 

3_ (2- (5-^^;i/-3-7air:;i/^#-y-y-f;V) -4-p<h^->^h 
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— ^5^;i/-2-:7 3i^;i/^>^;i/x'^;^2^'>A:rD-x'-f K; 2.33ml, 035M 

mu-^i^^v — ^ — ifim* o.5in 1 sinit -c ^ mmm^ u^o s^&tg 

b■^:^ ;i"f$:^#>feo ClCDtJ'^Vza— b U3z5^;i/7'^ >(0.71ml) 

:fej;tJfs^pt5^;v;^;vj^=^2/ 1« (5ml) iiS-^u citbfc:^ =mitmM-t: 

vi^>mi$^ (4 0 7mg) m-^^^s-^a^Hjji^Uifeio m^m 
<Dmms.^m-r^mm!it-^ (2 2 smg) ^#feo 

T L C : R f 0.56 ('vdp-tfV : B^^3i5^;V= 2 : 1 ) o 
15 3- (2- (5-^^;i/-3-7 3^ri;v^:Jp-b-./'-f - 4-\i 




##«?|J2 l-eMa^bfe^b-^ (2 2 Omg) CD^^S^y— ;i/ (3ml) 
ic. 1 0%*i^-p<i5^y— ;i/ (0.5ml) ^SSD;^. MUX^mWX^tcio 

20 ^:i^lc 1 0 p« y — ^i^ (03m 1 ) m&^mx^ 4 5 "Ce 1 
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mmi^x. axrom'^&m^m-t^^m.'ih-^^ (2oomg) ^mco 

TLC : Rf 0.32 (^=3e-y-> :S^^3i5^;V=2 : 1) ; 
NMR (300MHz, CDQs) : 6 7.42 (d. J = 1.5 Hz, IH), 7.35-7.13 (m, 7H), 4.66 (d, 
5 J = 4.5 Hz, 2H), 3.64 (s, 3H), 3.38 (m, IH), 3.20 (dd, J = 16.2, 7.8 Hz. IH). 3.11 (dd, 
J = 16.2, 6.6 Hz, IH), 2.88 (m, 2H), 2.49 (m, 2H). 1.70-130 (m, 4H), 0.90 (d, J = 6.6 
Hz, 3H), 0.84 (d, J = 6.6 Hz, 3H)o 

mmmi2 

LO 3- (2- (5-p«5=-;i/-3-7:cr^;V-N:^r1^^>f;i/) -4-7^y^2/^ 



15 TLC : Rf 0.28 :B^iK3::5^;V=3 : Is 0.5%B^^) ; 

NMR (300MHz,CDa3) :6 7.52 (d, J - 1.5 Hz, IH), 7.43 (dd, J = 7.8, 1.5 Hz, 
IH), 7.36-7.21 (m, 5H), 7.19-7.12 (m, 3H), 7.03-6.94 (m. 3H), 5.03 (s, 2H), 3.38 (m, 
IH), 3.20 (dd. J = 16.2, 7.8 Hz, IH), 3.11 (dd, J = 16.2. 6.6 Hz, IH), 2.88 (m, 2H), 
2.54 (m. 2H), 1.64 (ddd, J = 13.2, 9.9. 4.5 Hz, IH), 1.52-1.30 (m, 2H). 0.89 (d, J = 

20 6.6Hz.3H).0.83(d,J = 6.6Hz.3H)o 




COOH 
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3- (2- ( (3-^5^;i/-l- (4-7;i/:^n7 3i-;v) 



5 mmme (4 0) ■^ga^b;fe:'fb'a^ (2.oog) j«d7^> (5m 

8.6ml) <&?iTu ^g-^^^^a-c3 0i9-p^m#b}feo ^mm-^i^ 

10 :x5^;v-tf$5fc?^b^ &rro!^^m^m-r^um<h^ (i.67g) *#feo 

TLC : Rf 0.40 : B^^3i5=-;i/= 1:1); 

NMR (300 MHz, CDQa) : 6 7.43 (dd, J = 8.1, 2.1 Hz, IH), 7.34-7.27 (m, 6H), 
7.07-6.95 (m, 5H), 6.13 (d, J = 8.1 Hz, IH), 5,21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 
3.44 (t, J = 5.4 Hz, 2H), 2.87-2.71 (m, 2H), 1.91-1.52 (m, 5H), 0.98 (d, J = 6.6 Hz, 
15 6H)o 

iiai^j 13(1) 

3- (2- ( (3 1 -7:c^;i/:r5^;i/) :;(7;wt^-r;v) -4-7 
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TLC : Rf 0.61 i^uuMJ^ : ;V= 10:1) ; 

5 N M R (300 MHz, CDCI3) : 6 7.46-7.25 (m, lOH), 7.02-6.94 (m, 3H), 6.13 (d, J = 
9.0 Hz, IH), 5.24 (dt, J = 9.0, 9.0 Hz, IH), 5.02 (s, 2H), 3.50 (bts. IH). 3.43 (brs, 
2H). 2.86-2.72 (m, 2H), 1.85-1.50 (m. 5H), 0.98 (d, J = 6.3 Hz, 6H) o 

mmm2 2 

10 3- [1- (4-7;V:rD7:n-;V) -3- 



^^J13 (1) T-SSatbfe^b'&i^ (l.46g) -^m^^^^yy (5ml) l3 
^^SU ^>>;v^'n^>f F (030ml) 43<J:TJfl:fUt^> (1ml) m 
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4ing) ^m^. 8 0-CT?i^it#b;fe:o sMm^i^^^ua^. mm:tL^ 

5 mmu tiLT©^M^*^si^^b^ (i.i6g) <s#fco 

Mass (APCI, POS.20V) ; 475 (M + H)+o 
##M2 3 

3- [4-7iy^S/^^;V-2- [1- (4 -7;i/::^-n:7 3i— -3- 



##«a|2 2T-®Bgbfe<b-^ (6 0 0mg) ©5^ t h-D7^> (3in 

1) ^l-s h ';7:c-;p7}s;^:7^' > (5 0 0mg) 43<fcl>*7j< (03ml) <S 

(2 9 Omg) ^^feo 
N MR (300MHz, ClXas) : 6 7.42-7.23 (m, 7H), 7.07-6.87 (m, 6H), 5.22 (q, J = 8.1 
Hz, IH), 5.02 (s, 2H), 2.80-2.74 (m, 2H), 2.62 (t, J = 6.6 Hz, 2H), 1.83-1.55 (m, 5H), 
1.00-0.97 (m, 6H)o 




20 



4 
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##^J2 Sf^bfe'fb'&tl (154mg) ©ig-fb^^V^ (Iml) m 
5 p^>>;v<^D^-r b- (0.030ml) ^XX^^^Vi^y (0.2nil) ^M^. M 

mih^ ( 1 2 6mg) ^#fco 
10 T L C : R f 0.20 : @^m:i^^>'V= 1:1); 

NMR (300 MHz, CDO^) : 6 IM (dd, J = 7.8, 1.8 Hz, IH), 7.36-7.29 (m, 6H). 
7.08-6.95 (m, 5H), 6.03 (d, J = 8.1 Hz. IH), 5.70 (t, J = 6.3 Hz, IH), 5.20 (q, J = 8.1 
Hz, IH), 5.03 (s, 2H), 3.03-2.96 (m, 2H), 2.84 (s, 3H), 2.81-2.64 (m. 2H), 1.95-1.65 
(m, 5H), 0.99 (d, J = 6.3 Hz, 6H)o 



^p ^i 4 (1) --mmmiA (5) 

20 ^^114 (1) 

N- (3-p«^;V-l- (4-7;V:rD7a^r.;i/) ^5=-;v) -2- (s-:^ 

684 




15 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.50 ; B^m3^g^;i/= 1:1); 

N MR (300 MHz. CDOs) : 6 7.80-7.77 (m, 2H), 7.49-7.29 (m, 9H), 7.18 (d, J = 
8.1 Hz, IH), 7.09-6.94 (m, 5H), 6.10 (t, J = 6.0 Hz, IH), 6.02 (d, J = 8.1 Hz, IH). 
5.23 (q, J = 8.1 Hz, IH), 5.01 (s, 2H), 2.86-2.58 (m, 4H), 1.83-1.61 (m, 5H), 1.00 (d, 
J = 6.3Hz,6H)o 

mmmi 4 (2) 

N- (3-^^)V-i- (4-7;i/:^D7 3ir^;i/) :^5^;i/) -2- (3--^ 




T L C ; R f 0.50 ('\=^i:^> : Sf^3i5=-;i/= 1:1) ; 

N M R (300 MHz, CDCI3) : ^ 7.91-7.88 (m. 2H). 7.72-7.68 (m, IH), 7.48-7.38 (m, 

4H), 734-7.23 (m, 6H), 7.02-6.95 (m, 5H), 6.10 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 
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Hz, IH), 5.00 (s, 2H), 3.38-3.31 (m, 2H), 2.88-2.67 (m, 2H), 1.99-1.90 (m, 2H), 
1.82-1.61 (m, 3H), 0.97-0.93 (m, 6H) o 

^^J14 (3) 

5 N- (3-^5^;v-l- (4-7;i/:rD:7 3ir:;V) zr^)\/) -2- (3-* 

o 



T L C : R f 0.65 ; 

NMR (300 MHz, CDCI3) : S 8.06 (d, J = 1.5 Hz, IH), 7.45-7.42 (m, IH), 
10 7.35-7.29 (m, 6H), 7.08-6.95 (m, 5H), 6.75 (br s, IH), 6.08 (d, J = 8.1 Hz, IH), 5.18 
(q, J = 8.1 Hz, IH), 5.03 (s, 2H), 3.20-3.09 (m, 2H), 2.81-2.60 (m, 2H), 1.86-1.61 (m. 
5H), 0.99 (d, J = 63 Hz, 6H)o 

^M^I14 (4) 

15 N-7:n-;i/X;i/^-;v- (2- (2- {±y^vy-2—()\^) ^Y^^y) 
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T L C : R f 0.50 D n*;i/A : p« ^ y — ;i/= 10: 1 ) o 

mmm 1 4 ( 5 ) 

5 N- (3, 4-5^7;1/;^-d:7 3i^;1/X;1/>J^— ;v) -N'- (2- (2- (±7 
^u>-2-^j]/) cch^ri^) -4- (tf^\/— — nv^t.^;]/) ^> 



TLC : Rf 0.49 (^umt^JVJ^ : ^iS^y— ;i/= 10: 1) o 

10 

^^Jl 5 

3- [4-73iy':^S^^^;i/-2- [1- (4-7;i/:^D7 3^~;i/) -3- 
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CHs 

mm6 (4 0) -cm^Vtzih-^^ (15 0mg) ©^h^tb-D77V 
(2ml) m^K. h.J:n5=-;VT^V (0.068ml) *3 Pn ^®:c5^;V 

(0.037ml) ^iDA. m^*T;V=f>#HMT. ^m-^3 0^^m#bfco 

10 NMROOOMHz. CDQs) :7.44.7.28 (m, 7H), 7,07-6.95 (m, 5H), 6.88 (d, J = 8.4 Hz, 
IH), 6.04 (br s, IH), 5.23-5.16 (m, 2H). 5.03 (s. 2H). 3.06-2.89 (m. 2H), 2.61 (t, J = 
7.2 Hz, 2H), 1.84-1.62 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

15 N- (3-^5=-;v-l- (4-7;v«7 3i-;v) :/^;v) -2- (2-2/ 
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mff&i^n (i ismg) ®i^;i-=^iJ-> (2ml) mm 

•rjVdty^m^T. 0'C-V\^Vt^> (0.1ml) *3J:tFhU7;V:*-n>« 

^ >:7.;v^>mim.^ is 4 Ml) *ip;ts m^^Mw^ 1 0 ^mmn b 

mg) 5&l#feo 

N M R (300MHz, CDQa) : d 7.50-7.29 (m, 7H), 7.08-6.96 (m, 5H), 6.07 (d, J = 8.4 
10 Hz, IH), 5.17 (q, J = 8.4 Hz, IH), 5.06 (s, 2H), 3.08-2.91 (m, 2H), 2.76-2.62 (m, 2H), 
1.82-1.68 (m, 3H), 1.00-0,97 (m, 6H)o 

^^Jl 6 

N- (3-p«5^;i/-l- (4-7;V:;rP7 3i::z;v) -2- (2- 
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##^J2 4-e^bf^'fb^ (9 4mg) <OY)V:^y (2ml) mW.^^ 
V^)^^)^.7.XTVY (65mg) 1 2 O'C-eS BKm# 

U^o R^&m^^^^iMU ^^tlC^ ^ y ( 3 m 1 ) *^t^ 1 NJ^m ( 2 

U |^^T©ifeH4<ii^«-rSl^®'fb'^ (9 4mg) ^^tio 
T L C : R f 030 (,WWL^^)^) '> 

NMR (300MHz.CDa3) : d 8.90 (d. J = 8.4 Hz, IH). 7.43-7.36 (n, 4H). 7.32- 
10 7.24 (m. 3H), 7.11-6.91 (n. 5H), 5.08 (s, 2H). 5.05-5.00 (n, IH), 3.15-3.04 (n, 4H). 
1.62-1.53 (m. IH), 1.48-1.39 (m, IH), 0.87 (d, J = 6.3 Hz, 6H)o 

^^J16 (1) 

1- (2- (5^b^^/-;v-5->f;i/) ai5-;V) "2- (4-^^;V-2- 
15 y :.=.)X.^:.^M^i^) -4-7:.^=¥^'^^;V^>-^> 




TLC : Rf 0.40 :mm=^^>^= 1 : 1) o 



20 
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^m2 5 

H 

tert-l^^^^l/T'^^ (6.8ml) 43j:tKt:'j5^> (7.8ml) CDj^-fb^^V> 
5 (5 0ml) ^{c:0°Ct!p<S>';i/^n^'l' K (S.Oml) <&?iSTU 

TLC : Rf 0.26 (n — N=3f-t?-> :@^^ai^;i/=2 : 1) ; 
10 N MR (300MHz, CDCI3) : 6 4.22 (brs, IH), 3.02 (s, 3H), 1.39 (s, 9H)o 

#^#>J2 6 

4- (i-i^^yu;i/j»<5^;v) -2- [2- (:^7t5'i^>-2 — r;i/) 



15 




1 3 -^0%m 3 7 2 -^mmm 3 -^iije^j 1 3 -^^m 1 9 

TLC : Rf 0.49 (n-^dp-y-y : B^M3i5=-;i/= 1:1); 
20 NMR (300MHz, CDOj) : 6 10.41 (s, IH), 7.86-7.69 (m, 5H), 7.57 (m, IH), 
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7.52-7.35 (n. 4H). 6.79 (d, J = 7.8 H. IH). 6.73 O^rs, IH, 6.31 (t, J - 2.1 IH), 
532 (s. 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 



^^J2 7 ^ 



OH O O 9*^3 
H 




#*«,2 e-CBJaufc^b^ (6 4mg) <0?h9 1 V (1.5ml) 

!a««««t-sm<i3-&«i (1 4 ims) 

TLC : Rf 0.28 (n— : «K^*«'= ^ ^ ^> = 
NME(300MHz,CDa.) : * 7.87-7.78 (m, 3H^ 7.74 (». IH). 7.54 (a. , = 2.1 Hz. 

20 IH, 7.42-7.35 5H, 6.84 (d. J > 7.5 H. IH). 6.73 (a. , = 1-2 H. IH, 6.28 I = 
2.1 HZ. IH). 5.44 IH, 5.28 (s. 2H), 4.36-4.18 (». 2H, 3.95 (. IH). 3.5, (d. , = 
3.9 Hz, IH), 3.37-3.14 (m. 4H), 1.19 (s, 9H)o 
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(E) -N- (t->^5^;i/) -2- [2- [2- (^y^v>-2 — f 
5 K 




##002 TTiiBtUfc-fb^ (9 0mg) ©1, 2 -S^^^DDJitS^V (1.8 

ml) m&i^^ o«c-eh >j3i5=-;i/T^> (0.12ml) ^j:v^i/;i'^j'D^-Y 

(0.02ml) <&injl> ^g-^<&6 0°C-??4 O^S^^bfco K^KrS-a^l^^Jcdc 

•rzmmib-^ (7 7mg) *i^fco 

TLC : Rf 0.48 (^^Dn:iiv;i/A : IT'-fe h>= 1 0 : 1) ; 
15 N M R (300MHz, CDOg) : 6 7.91-7.76 (m, 7.58-7.38 (m, 5H), 7J30 (d, J = 7.8 
Hz, IH), 7.26 (s, IH), 6.88 (d, J = 15.9 Hz, IH), 6.80-6.71 (m, 2H), 6.30 (t, J = 1.8 
Hz, IH), 5.29 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.96 (s, IH), 3.28 (t, J = 6.6 Hz, 2H), 
1.14 (s, 9H)o 

20 Hai^J 1 8 

N- (t->^5^;V) -2 - [2 - [2- (:h7i57ix>-2 — T^l/) 3i5^;i/:^ 

dp.^] _4_ ( i-tf^\/u;i/^5=-;v) 731— ;v] k 
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O O 9*^3 

H 




,as«,i7-e«iabfc<b^ (77ms) ^^i^^->^ (^omi) 
fiai-c=ig<ba& (isms) saiii> «^4*«»Ha.-r, 7o-c-c2 

TLC : Rf 0.52 (n— = 8^^^^'"^= ^ * ' 
NMR(300Nez,CDa,):<y 7.87.7.68(n.4H),7.58-7.32(m,5H).7.11(d,J = 7.8 

H^IH), 6.78-6.65 (m,2H), 6.26 (U-2.1Hz,lH),5.23(s,2H), 4.23 (U = 6.6 HZ, 
10 2H). 3.75 (s. IH), 3.23 (t, J = 6.6 Hz, 2H), 3.18-2.95 (m, 4H), 1.14 (s, 9H)o 



15 




1 8T^Ufc^b«CT:.V-;W (0.05ml) . h 0 
(0.5ml) *Ja^5B^*aia^5K«BI»bfc. 
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^h^^7-f— (n-^=^-9-> :B^K3^5^;V= 1 : 1) "^J^giU l>XT<Dm 

'^m^m-r^wmih-^ oomg) ^^jto 

TLC : Rf 0.22 {n-^^'^^ : i^^3i5^;i/= 1 : 1) ; 
NMR (300MH2, CDag) :6 7.87-7.78 (m, 3H), 7.74 (s, IH), 7.58-7.36 (m, 5H), 
5 7.08 (d, J = 7.5 Hz, IH), 6.76-6.68 (m, 2H), 6.28 (bis, IH), 5.27 (s, 2H), 4.28 (t, J = 
6.0 Hz, 2H), 3^3 (s, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.99 (s, 4H)o 

^^J2 0 

N- (2- (2- (2- (:^7i5'V>-2-^;V) J^h=3F$^) -4- (tf^ 



mmi9'^mB.\y1t.Va-mi (3 Smg) :j3J:V^m»^ (1 5mg) © 
N, N-^^5=-;v5t:;i/A:r^ K (i.omi) ^^giKix o-c*^ l-3l^;^-3- 
[3- ) 7*D >b;i/?i^-s^-f ^ K • (3 img) 

15 ^i^-xfi^^9-)VT^^\^^)i^> (3 0mg) ^m^m^^^^timw^n 
x^tzo ^m^i^7K^m^. mm:i-9-ji-vmmvrzo mmm^m^jm.-^ 

— (n-^=^i^-> :B^^3i^;i/=2 : 3^^nn;f:;i/A ;i/= 1 0 : 

1) -?!M^U J^J^TC^I^fiS^^-r^^M-fb^ (2 5mg) ^f#fco 
20 TLC : Rf 0.31 (n-^^^l^-^ : i^Mcc5^;i/= 1:2) ; 

NMR (300MHz, DMSO-de) : 6 7.98-7.91 (m, 2H), 7.89-7.77 (m, 4H), 7.76 (d, J 
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= 2.4 Hz, IH). 7.62 (m, IH), 7.56-7.40 (m, 6H), 7.13 (d, J = 8.1 Hz, IH). 6.87 (s, IH), 
6.65 (d, J = 8.1 Hz. IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s. 2H). 4.17 (t. J = 6.6 Hz, 
2H), 3.74-3.61 (id, 2H). 3.15 (t, J = 6.6 Hz. 2H), 3.01-2.91 (m. 2H) o 



2 1 



10 



15 



3- [2- [2- (^^-^iJ'V 



20 




„_ J3 (12) -eiSJgbfc^b-^^ (7 0 0mg) (D^^b^^^^y (15 

(5ml) 4*D^. ^e>l^^Mt'3 0^^m#bfeo msu^^^i^^^ 

^^^^b-^ (7 0 8mg) *^t*:o 
TLC:Rf 0.35 (^nD7l^;VA:^^^->'V=10 • 1> ' 
NMR (300MHz, CDCI3) -.(5 7.84-7.76 (n,3H), 7.72 (s,lH), 7.54 (d, J =1.5 Hz, 
IH), 7.49-7.36 (m. 4H). 7.08 (d. J = 7.5 Hz, IH). 6.71 (d, J = 7.5 Hz, IH), 6.69 (s, 
IH), 6.27 (dd. J = 2.4, 1.5 Hz, IH). 5.25 (s. 2H). 4.93 (brs. IH). 4.72 (brs. IH). 4.26 
(t, J = 6.6 HZ. 2H), 3.25 (t, J = 6.6 Hz. 2H). 2.80 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 
Hz.2H)o 
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##^J2 8 

3- [4- ( l-l:f^>7U;i';^5^;^) -2- [2- {i-y if 2 M 



Tx mT©«fe14^it**f S^M^b-^ (1.56 g) *^fco 
TL C : Rf 0.50 (n-^^-l^-> : S^^j:^5=-;i/= 1 : 1) ; 
N M R (300MHz, CDOa) : d 7.85-7.78 (m, 3H), 7.70 (s, IH^ 7.54 (d, J = 1.8 Hz, 
10 IH), 7.51-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, IH), 6.73 (dd. J = 7.5, 1.2 Hz, IH), 6.69 
(d, J = 1.2 Hz, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.26 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.23 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 7.5 Hz, 2H)o 

^^-12 9 

15 3- [4- (1 -2- [2- (:^7^ix>-2— f;v) 

NH2 



#%^J2 8l^mt\ytz^t-^<D3^df y—JV (3 0ml) Jif?S{Jlx h 
U:i:^;i/7^> (l.06inl) :iSXV^\:i\^U^->)]/T^>W^ (5 3 0mg) 



5 
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V : 0S-?;V= 1 = l-f : 10:1) ^S^l-^ 

5 ia.T«)Wt«««f saiBfli^ ( 9 2 0 mg) 

TLC:Ef 0.33(i'°D*;VA:^i'-'-.'l'=10= 1) : 
NMR (300MHz, CDO,) : « 7-82-7.76 (.n. 3H). 7.71 (f. IH). 7.54 (». IH), 
7.4S.735 (.^ 4H). 7X« = 7^ Hz. IH). 6.70 (dd. 3 = 7.5. 0.9 Hz, IH). 6.69 (4 J 
. 0 9 H^ IH). 6.26 (44 J = ^4. 2.1 Hz. IH). 5^ 4^ = 6.6 2H). 

10 4^(br=.2H).3.24(U.6.6H^2H).i77.Z72(m.2H).2^118(m.2H). 



3- (2- (2- (2- (:>-7*H'-2-'f;V) xl-#-» -4- (K^ 
.^_;^-l-f;^^9•;^) 7:cx;w) x^;v-l, 2, 4-***^^^.'- 

15 )\,- 5 




»*«29-CSSbfcft^ (180mg) fflr*hxbU;v (4.0ml) 
WC, aa-51. S-yrlfVii^^n [5. 4. 0] e,>5=*-7-xV 
(2 6 0,ul) tN, ( 1 1 S'-S) * 

698 



wo 03/016254 



PCT/JP02/08120 



^^r-y-> : @^^3i5=-;i'= 1 : : 3) T'MSiU UlT©%'l4i|[?feJ&-rS 

nmih-^ ( 1 5 Omg) *f#feo 
5 TLC : Rf 0.41 (i^n05j>;i/A : ^^J'y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDClj) : 6 7.82-7.73 (m, 3H), 7.69 (s, IH), 7.58 (d, J = 1.8 Hz, 
IH), 7.50-7.35 (m, 4H), 6.64 (d, J = 7.5 Hz, IH), 6.58 (d, J = 0.9 Hz, IHX 6.40 (dd, J 
= 7.5, 0.9 Hz, IH), 6.32 (dd, J = 2.1, 1.8 Hz, IH), 5.19 (s, 2H), 4.19 (t, J = 6.6 Hz, 
2H), 3.20 (t, J = 6.6 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.32 (t, J = 7.5 Hz, 2H)o 



^^J2 2 (1) -^^mm22 (5) 

15 mmm2 2 (i) 

3- (2- (2- (2- (:^7tJ^V>-2— f ;i/) :i^h^S/) -4- (l^^ 
1 — r;M5^;i/) 17 3^ri;i/) 1,2,4 -;r^1?-s^TV^— 



10 




20 TLC : Rf 0.46 ; g^M3i5=-;i'= 1:3); 
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NME(300MHZ,CDC1,):« 7.m.74(,,.3H^7.70feW7^(d4J-i4,0.9 
Hz.lH).731.736(^4H),6.92(a.J = 7.8Hz,lH),6.6«(^lH^6.62(M = 7.8Ife 

6.6 Ifc 2H). 2-75 (U = 7^ Ifc 2H), Z3« (U = 7.5 Hz, 2H). 
3_ (2- (2- (2- (^^^VV-a-^^V) xb*-» -4- 




10 

TLC : Rf 038 C^^-y-V : 1^^^^^^= 2 3) ^ 

NMR (300 MHZ, CDCl3):5 9.08 (bts,lH),7.83.7.73(m.3H),7.70(s,lH),7.54 

(d,J=a.8H^lH).7^0.737(m,4H),7.01(d,J = 8.1H^lH),6.70(s.lH).6.69(d, 

j = 8.1Hz.lH),6.28(dd,I = 2.1,1.8Hz,lH),5.25(s,2H),4.27(t,J = 6.6H^2H). 

15 3.25(t,J = 6.6Hz.2H).2.84(U = 7.5Hz.2H),2.40(t.J = 7.5Hz.2H)o 



20 



:<gil2 2 (3) 

4- (2- (2- (2- (^7^V>-2-^;v) ^.b:^^^) -4- (t:^ 
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TLC : Rf 0.44 (^^V-> : gt^3i5^;i/= 1:2); 
NMR (300 MHz, CDCI3) : 6 7.84-7.78 (m, 3H> 7.72 (s, IH), 7.55 (d, J = 13 Hz, 
IH), 7.52-7.39 (m, 4H), 6.89 (d, J = 7.8 Hz, IH), 6.67 (s, IH), 6.62 (d, J = 7.8 Hz, 
5 IH), 6.30 (dd, J = 2.1. 1.5 Hz, IH), 5.25 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 
6.6 Hz, 2H), 2.72 (t. J = 7.5 Hz, 2H), 234 (t, J = 7.5 Hz, 2H)o 

mmm2 2 (4) 

3- (2- (2- (3-;><5^;v- l-7air:;i/:^5^;i/5fj;Wt^-r;i/) -4- 
10 7 7azc:i;i/) 1, 2, 4-3j-:^t^s^T\/-;l/- 5 
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TLC : Rf 0.66 (n-^^i^-> : W^3i5^-'^= 1:2); 
N MR (300 MHz. DMSO-dJ : d 8.88 (d, J = 8.4 Hz, IH), 7.47-7.16 (m, IIH), 
7.05-6.90 (m, 3H), 5.09 (s, 2H), 5.04 (m, IH), 2.98-2.87 (m, 2H), 2.79-2.67 (m, 2H), 
1.75 (m, IH). 1.61 (m. IH). 1.45 (m. IH), 0.91(d, J =6.3 Hz. 3H), 0.90 (d, J =63 Hz. 
5 3H)o 

ggM^I2 2 (5) 

3- (2- (2- (3-;»i^;v- i-:7ain;i/:/5=-;i'*;wt^>r;v) -4- 
7:.iy^e^^^;v) :73i^;i/) 2, 4 -:t^l?-i^T^^->'v- 5 

10 




TLC : Rf 0.48 (^UDtI^^VA : ^^'y'— 10:1) ; 
NMR(300MHz.DMSO-d,) :6 7.52-7.22 (m. lOH), 7.04-6.93 (m, 3H), 631 (d. 
J = 8.4 Hz, IH). 5.24 (m. IH), 5.05 (s, 2H), 3.17-2.88 (m, 4H), 1.89-1.51 (m. 3H), 
15 1.01 (d, J = 6.6 Hz, 3H), 1.00 (d, J = 6.6 Hz, 3H)o 
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or 




2-3— K-4-7a:ydE^$^^^;i/7-U> (6 0 0mg) <Dm<b^^]y 
> (4.0ml) ^{CO-C-eif iji^v (0.45ml) :jsJ^rJ^2 --hu-7 zj^-JV 

K (4 2 9mg) <&5n^s ^g-^Si^j^#bfco m.^ 

hif^y>{— (n — s^V> :mWt:i^^)V=2 : 1) -CMiSU jy.T©^tt 

T L C : R f 0.38 (n-^^1)-> : f^®a:;5^;i/= 2:1); 

NMR (300MHz, CDC33) : ^ 7.90 (m, IH), 7.80 (m, IH), 7.77-7.65 (m, 3H), 7.56 

(m, IH), 7.36-7.23 (m, 3H), 7.05-6.91 (m, 4H), 5.06 (s, 2H) o 

##^J3 1 

4->'3;y^i/p«5^;i/-2- [N- [2- (:^7^S'^>-2— r;i/) 3i5=-;i/] 



##^ai3 OTSBibfe-ftL-^ (7 8 8mg) :fe<J:t|f2- (:^7:$'^>-2 
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--f;!/) x.^^-^V (3 8 5mg) (07^b^tKD7^> (5.0ml) 
Mm.-Qi^:t.^}]/T^JViO)ir^^i^U-h (0.97ml) :}3J:tJfh y:7 3iri;V/l^;^ 

> (5 8 5mg) m^^im.mn\^r^o mm-^^m^^-^ 
5 3:1) T^mrnvs aiTfoom^f^^^t^wmh-^^mzo 

T L C : R f 0.47 {n—^^^> : mk3i^)\^= 2:1); 

N ME (300MHz, CDO,) : 6 7.88-7.11 (m, 16H), 7.04-6.85 (m, 3H), 6.87 (d, J = 

12.3 Hz, IH), 4.80 (d, J = 12.3 Hz, IH), 4.40 (m. IH), 3.89 (m, IH), 3.18-3.00 (m, 

2H)o 



:^^J3 2 



15 #^^J3 n?lSatbfe^b-» (75 0mg) ©T-bh-bU;v (3.8ml) 

mmiz, mmr^mmiij u a ( 1 6 o mg) ^3 j;-ej«5^:^7 (o.i4m i ) 

20 (n--s#-9-V :B^^:>^^>>V=2 0 : 1) -eHiSiU filT©*^ 

TLC : Rf 0.84 (n-^=^-9-> : S^m:i^5=-;^= 2 : 1) ; 

N MR (300MHz, CDO,) : 6 7.86-7.76 (m, 3H), 7.68 (s, IH), 7.62 (d, J = 7.8 Hz, 



10 
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IH), 7.52-7.41 (m, 2H), 7.39-7.24 (m, 3H), 7.01-6.92 (m. 3H), 6.69 (m, IH), 6.52 (m. 
IH), 4.98 (s, 2H), 4.32 (m, IH), 3.57-3.45 (m, 2H), 3.10 (t, J = 6.9 Hz, 2H)o 

##gU3 3 

5 4->':cy:^S/^5^;i/-2- [N- [2- (t^^^J' 2 — 




#%«aj3 2-??jgy§Ufe'fb^ (170mg) CDN, N-i?p<5^;i/7r^;i/A7' 
5 K (1.2ml) mmi:!^ ^mumm-^t^^M. (5 7 Omg) :feJ;t;f3-i7Yb^ 
10 (0.07ml) ^iPx.> 6 0°C-^i^^M^bfcc 

tZo 

T L C : R f 0.47 (n-^:?F-9-> : g^^ai^;i/= 10:1) ; 
15 N M R (300MHz, CDOs) : d 7.86 (d, J = 8.1 Hz, IH), 7.83-7.71 (m, 3H), 7.63 (s, 
IH), 7.48-7.24 (m, 5H), 7.18 (d, J = 1.8 Hz, IH), 7.71-6.92 (m, 3H), 6.86 (dd, J = 7.8, 
1.8 Hz, IH), 4.98 (s, 2H), 3.32-3.24 (m, 2H), 3.06-2.97 (m, 2H), 2.84 (s, 3H)o 

mmm2 3 

20 4-7:cyJs^S/^5=-;V-2- [N- [2- (:^:7^i/>-2— Y^l/) 
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w 




TLC :Rf 0.26 (n— v.^1^> : 1^^^^^^= ^ ^ • ' 
NMR (300MHz. CDCg : 6 8.07 (d, J = 16.2 Hz, IH). 7.82-7.69 (n, 3H), 
7.60-7.50 (m, 2H). 7.48-7.36 (m, 2H). 7.35-7.22 (m. 3H), 7.15 (s, IH), 7.08 (m, IH), 
7.03-6.90 (m. 3H). 6.40 (d, J = 16.2 Hz, IH), 5.02 (s, 2H). 4.27 (q. J = 7.2 Hz, 2H), 
3.32-3,22 (m, 2H), 3.19-2.99 (m. 2H), 2.87 (s, 3H). 1.33 (t, J = 7.2 Hz. 3H)o 



10 



15 



^m^J 2 4 



- [N- [2- 




^«aj2 3t!S!BgUfc^b^ (13 5mg) ©7^h^th'07^> (1.2m 
1) _3.^^-;V (0.3inl) 0-C"t!n^^b-^>''5r;b- 67jcWtl (7 

Omg) ^XV^7mit^^^mi-hV^2. (4 5ing) :fe/J>U-roflD^. 
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T L C : R f 0.59 ( h;i/ai> : B^^ai^;i/= 10:1) ; 
NMR (300MHz, CDQa) : 6 7.82-7.70 (m, 3H), 7.59 (m. IH), 7.48-7.06 (m, 8H), 
7.02-6.91 (m, 3H), 5.00 (s, 2H), 4.09 (q, J = 7.2 Hz, 2H), 3.26-3.16 (m, 2H), 3.01- 
5 2.88 (m, 4H), 2.76 (s, 3H), 2.60-2.50 (m, 2H), 1.22 (t, J = 7.2 Hz, 3H) o 

3- (2- (N-^^;i/-N- (2- (:^r71$^l/>-2->f;l/) T 



T L C : R f 0.58 d : p( ^ — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : d 7.82-7.71 (m, 3H), 7.60 (s, IH), 7.48-7.36 (m, 2H), 
15 7.35-7.12 (m, 6H), 7.02-6.92 (m, 3H), 5.02 (s, 2H), 3.28-3.18 (m, 2H), 3.03-2.88 (m, 
4H), 2.80 (s, 3H), 2.62 (t, J = 7.2 Hz, 2H)o 

4-7aiy^S/^^^l/-2- [N- [2- (:^7t^^>-2->f ;i/) ai5=-;i/] 




COOH 



10 
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r (003ml) sjpi. a^* mMW#bfc. E«Ka^c in«» (o^ 

TLC : Rf 0.30 (n— = WS^*"'"" ^ = = 

NME (300MHZ.CDC) :tf7.89(d,J.8.41felH).7.79-7.70(».3H^7.62(s. 

im 7.48.736 (m. 2H), 7.34-7.22 3H), 7.09 (m. IH). 6.98 (m. IH), 6.87-6.79 (m. 
10 m 6.64 (n. IH). 4.65 (». 2H). 4.53 1H> 308 («. IH). 3.20-3.01 (m. 28^ 1.76 
(s,3H)o . 



mmm2 6_ 

3- (2- i'ii-T't^)^-^~ (2- Krryyv^ 



15 T^y) -4-7^y=^^>^^>'^7^->'^> 
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TLC : Rf 0.49 {^\nuii^)\/Jx : ;><^>'— ;i/= 10:1) ; 
NMR (300 MHz, CDQa) : 6 7.80-7.68 (m, 3H), 7.61 (s, IH), 7.48-7.22 (m, 7H), 
5 6.97 (t, J = 7.4 Hz, IH), 6.93-6.83 (m, 2H), 6.70 (s, IH), 4.77 (s, 2H), 4.55 (m, IH), 
3.25 (m, IH), 3.10 (t, J = 7.7 Hz, 2H), 2.93-2.81 (m, 2H), 2.72-2.61 (m, 2H), 1.76 (s, 
3H)o 

5 

10 2- (:^7^1/>-2 ;i/) 



2-trrz;i/:^7t5'l/> (3.0g) (D-^>-if> (2 0ml) m&iz. Mfit? h 
y ;i/ (6.5 g) i5J:TK2, 2'-:p^/t:>^ (2-^^;i/>^ 

Dtf:^^hU;V (9 5 Omg) ^iD^. M-&4»*3 O^Q-KM^Ebfeo ^^^g 
15 -aiSj^&^Mt:^^ U h U 7;i/3rDB^ (7.5m 1 ) ^tu^. ^Mt?^ tc: 3 

-eMSU mTcDtH^fit^^f-S^lM'fb-^ (2.5g) ^^tdc 
T L C : R f 0.63 (n-^=^1^> : @^^ji^;1/= 10:1) ; 
NMR (300MH^ CDQa) : d 7.86-7.75 (m, 2H), 7.68-7.60 (m, IH), 7.53-7.10 (m, 
20 4H), 3.09 (t, J = 7.4 Hz, 2H), 2.88 (dt, J = 7.8, 7.4 Hz, 2H), 1.41 (t, J = 7.8 Hz, lH)o 

#%giJ3 6 

4-:rD^-2- [2- (:^7^i/>-2— f;i/) ^^XT^;!/ 
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_ S-C^bfe-fb^ (2.8g) ©N, N->:^pi^;V4^^1^AT^ b' (2 

0ml) ^^Sl::7jc|^'fb:M^0'>i^ (4 5 0mg, 62.7% inoU) ^HUX^ 

5 tb- (2.og) ON, N-s;p^5^;^'^^vi^^^^*^ (lOmi) iro-c-ciQ 

_ (n-^:3p-tJ-> :S^^:t:5^;ix=2 0 : 1) "Ci^^U WT©i^14^K=^*-r 

10 Sm'fb-^ (2.6 g) ^ntco 

TLC : Rf 0.44 :mm=^^^^= 10:1) ; 

NMR (300MHz, CDQ,) : 6 10.28 (s, IH), 7.89-7.76 (m, 3H), 7.70-7.63 (m, 2H), 

7.57-732 (m, 5H), 336-3.26 (m, 2H). 3.22-3.12 (m, 2H) o 



15 ^^J3 7 




mmS 6-^mM\^tc^^ O-^S) ©v^b^t^a^vV (15ml) 
20 j3 <fctJ^3i^5' y -;K 2 0 m 1 ) ©^^1^. 7K^<b4^'^7m:^ h U ^7 A ( 2 2 6 
mg) m^*0-Ct?10^M3^bf^o aS^Sl^T^^bV:^^^^ 
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TLC : Rf 0.13 (ti-^^V> : @^^rn^;i/= 10:1) ; 
5 NMR (300MHz, CDQa) : 6 7.86-7.76 (m, 3H), 7.66-7.61 (m, IH), 7.52-7.40 (m, 
3H), 7.36-7.24 (m, 3H), 4.68 (s, 2H), 333-3J24 (m, 2H), 3.16-3.07 (m, 2H)o 

#%^J3 8 

10 - {t - V jv) 31— 



oTx JitT©«^1ftfii**-rS1IIM<b-^ (2.7g) <£f#}fco 
TLC : Rf 0.89 (n — ^^V-> : S^Ji^;V= 5 : 1) ; 
15 NMR (300MHz, CBd^) : d 7.86-7.76 (m, 3H), 7.64 (brs, IH), 7.52-7.30 (m, 6H), 
4.69 (s, 2H), 3.29-3.20 (m, 2H), 3.14-3.05 (m, 2H), 0.94 (s, 9H), 0.10 (s, 6H)o 

^^3 9 

4- (t-:r^;i/^^g^;i/$/'ij;v;^:^^';>?5^;i/) -3- [2- i±yifi^> 
20 -2— r;i/) ai5^;i/5=-:r] 
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o 



##^J3 8-C-m^Ufe<b-art> (1.5 g) ©Ji^y-;i/ (12,inl) ^ 
^)VT5.> (9ml) ^«tT>*N, \' (9ml) (Dm 

mi^. f^^V^h.\f:7. (h';7ai:^;i/>^X7^» V^U^^^ (llOm 

^3i^;V=3 0 : 1) -CJli^U OT©trt±^e**-rsm'fb-^ (1.6g) 

10 T L C : R f 0.34 : ^3^5^;^= 2 0:1) ; 

NMR (300MHz, CDa3) : 8 8.04 (d, J = 1.8 Hz, IH), 7.90 (dd, J = 7.8, 1.8 Hz, 
IH), 7.85-7.74 (m. 3H), 7.68-7.60 (m, 2H), 7.51-7.40 (m, 2H), 7.34 (dd, J = 8.4, 1.8 
Hz, IH), 4.79 (s, 2H). 4.39 (q, J = 7.1 Hz, 2H), 3.35-3.26 (m, 2H), 3.16-3.06 (m. 2H). 
1.41 (t, J = 7.1 Hz, 3H), 0.95 (s, 9H), 0.11 (s, 6H)o 

15 

4- (\^7y-;v- i— r;v^5=-;i/) -2- [2- (:^7iJ'u>-2-^;v) 
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9T-ijj©ufe'fb'^*ffiv^-r. ^m4^mmm2^mmm7^ 

feo 

TLC : Rf 033 (n — ^^D'> : ®fiKai5=-;V= 2 : 1) ; 
5 N M R (300MHz, CDCI3) : 6 10.33 (s, IH), 8.65-8.58 (m, IH), 7.86-7.25 (m, IIH), 
632 (t, J = 2.1 Hz, IH), 533 (s, 2H), 3.27-3.05 (m, 4H)o 

mmm2 ? 

3- (2- (2- (:^7^l/>-2->r;i/) j:^;^^:^) -4- (i^^y— 

o 




7^h^tKn7^> (6ml) izmmLtcS^:^9-Jl^:i:^h^ty:^JV^—;v;A 

h (o.56m 1 , 2.82inmo 1 ) ici^b 0''C7?7k5^l'^b:^ h U 
(9 8mg, 63.1% inoil) 1 OtS'^8l#bfe^. ##0!I4 Q-X^m^ 

15 Lfc-fb-^ (235mmo 1) ©5^ h^t. Kd:7^> (6ml) ^^jg^i^Sa^ 1 5 

20 TLC : Rf 0.45 (n-^=;^-9-> : @^^ai5^;v=2 : 1) ; 

NMR (3OOMH2, CDCI3) : <y 8.20 (d, J = 15.9 Hz, IH), 7.84-7.73 (m, 3H), 
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7.62-736 (m, 6H), 730-7.24 (m, IH), 7.22-7.17 (m, IH), 7.05-6.69 (m, IH), 6.35 (d, 
J = 15.9 Hz, IHX 6.30 (t, J = 2.3 Hz, IH), 5.27 (s, 2H), 4.26 (q, J = 6.9 Hz, 2H), 
3.21-3.13 (m, 2H), 3.07-3.00 (m, 2H), 1.35 (t, J = 6.9 Hz, 3H)o 

5 ^#02 8 

3- (2- (2- (:^7^5'^>-2— -4- (tf^V^- 



TLC : Rf 0.53 i^uu-^jl/J^ : p<^y— ;i/= 10:1) ; 
N M R (300 MHz, CDOg) : d 7.84-7.74 (m, 3H), 7.61 (brs, IH), 7.58-7.54 (m, IH), 
7.50-7.39 (m, 2H), 738-7.35 (m, IH), 7.32-7.26 (m, IH), 7.21-7.11 (m, 2H), 6.98- 
6.92 (m, IH), 6.27 (t, J = 1.9 Hz, IH), 5.26 (s, 2H), 3.23-3.14 (m, 2H), 3.09-2.99 (m, 
15 4H), 2.70-2.60 (m, 2H)o 

liaffi^J2 9 

3- (2- (2- (:^7^1x>-2— f;i/) -4- (tf^V- 
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o 




mmm2 7-essBibfe<b-&<K^*ffiv^■r^ mmm2 4 iimm<Dmw^nt3^K> 

T L C : R f 0.47 i^^V-> : g^^3i^;i/= 2 : 1 ) o 

3- [4- (If^y— ;V-l->f;i/^^;i/) -2- [2- (:^7^V>-2 



o 




10 Hife^ai 2 9 T-^fjIt bfe^fb-^ ( 1 0 0 mg) ©J^-fb^ ^\y> (2.5m 1 ) ^ 
?a{c:-3 0'C-cU>^Jc^;i:^hU'>A (9 7mg) ^J:tJ«3 -^p nja^ 

(io5mg) ma^ immmt^ht^o m^i^^s-'i^auj^m^m 

M (3 Oml) ^Jp^^^fci^Mlfl^^ie^bfeo S^S^St^taS]^^^ 
TLC : Rf 0.41 in.-^^V'> : g^^3i5=-;V= 1 : 1) ; 
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NMR (300MHz, CDd^) : 6 7.86-7.69 (m, 5H), 7.60-733 (m, 2H), 7.50-7.38 (m, 
3H), 7.36-7.19 (m, 2H), 6.31 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.12 (q, J = 7.2 Hz, 
2H), 3.59-3.50 (m, 2H), 336-3.16 (m, 4H), 2.78-2.69 (m, 2H), 1.22 (t, J = 7.2 Hz, 
3H)o 

3- (2- (2- (3>-7i5^v>-2— -4- (If 
— f;M^;i/) 7*d/i>^ 




TLC : Rf 0.39 (^nn3^;VA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.68 (m, 4H), 7.58-7.54 (m, 2H), 7.48-7.39 (m, 
3H), 7.35-7.25 (m, 2H), 7.20 (dd, J = 8.7, 1.8 Hz, IH), 6.31 (t, J = 2.1 Hz, IH), 5.26 
15 (s, 2H), 3.58-3.49 (m, 2H), 3.35-3.16 (m, 4H), 2.82-2.72 (m, 2H) o 

1 




20 T;i/zf>s^Tx 7-t h'D^t/i^x'U^ <i oog) . -fvrDir;v3i 
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^JUT^ > (16 1ml) ®^7j<S^p?5^;V7h;i/A5'^ K (DMF ; 5 0 Om 
1) m&iz^ O-CT-^ h^->^^J]/'^ut) K (70,3ml) ^JSTU ^T?4 

mmmii^iytzo Rmm^tz^^v>ywmx.^jv (2/1, 1000m i) m 
fmrnrnm-^hVA (looomi) ^m^. Bi^3^^;i/-t5 2iniambfeo 
*^*7jc (2m) . mai^i&fk-cm^v. m7Kmm-^^f^iy't7A-^$tmm. 
ms\^x&.T(D^Bm^m-r^mmtms (74.ig) ^mao^^tit^m^ 

T L C : R f 0.50 (^^r1?-> : fi^^ai^;i/= 3:2); 
N M R (300 MHz, CDCI3) : <5 7.64 (d, J = 9.6 Hz, IH), 7.39 (d, J = 8.7 Hz, IH), 
7.01 (d, J = 2.4 Hz, IH), 6.96 (dd, J = 8.7, 2.4 Hz, IH), 6.28 (d, J = 9.6 Hz, IH), 5.24 
(s, 2H), 3.49 (s, 3H)o 

##^J4 2 

3— (4— ^ hsSp-S^^ 2 — t KD4^2^:7ai-;i/) :7°d^>^^5=-;i/ 



7';i/rf ygJfeT. 7J<^>^fci:^ h U «>A (46.9 g ; 63.1%, in oil) (DiSGKy" h ^ 
t Kn7^> (THF ; 3 0 0ml) *$&T. IS^ji^^'-JU (6 0m 
1) <&?STU. ^M-e2 OdB-ratiji^bjfeo ^^ST> #%^J4 1 

t?^bfc^b-^©*fc?IcT H F (lOOOm 1 ) y — ;!/ (10 0ml) 

M'&^^^^jST 6 0 °c-? 4 0 vtzo i^mm-^izmamhT > 
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m (100.2 g) ^#feo 

T L C : R f 0.38 (^=3f-i^> : B^^J^5^;i/= 2 ; 1 ) ; 
NMR (300N4Hz,CDa3) '.6 7.92 (d, J = 16 Hz, IH), 739 (d, J = 8.5 Hz, IH), 
5 6,62 (dd, J = 8,5, 2,2 Hz, IH), 6.54 (d, J = 2.2 Hz, IH), 6.51 (d, J = 16 Hs?, IH), 6.01 
(s, IHX 5.17 (s, 2H), 3.81 (s, 3H), 3.47 (s, 3H)o 

3 

10 



(45.0 g) 43cfci;fio%^"^7s^«>Ai^^ (4.2 
wet) ©p«i$7y-;v (5 0 omi) 7K^HMT^ Mmr^imm 

15 ujfeo 5^&5fe?iiieb-cjiJiT©^'i4fii**-ri>«M<fci-^ (92.1 g) ^^#5^0 

TLC : Rf 0.47 :e^^3X9^;v=3 : 2) ; 

NMR (300 MHz, CDCI3) : 6 7.24 (s, IH), 6.97 (d, J = 8.2 Hz, IH), 6.61 (d, J = 
2.5 Hz, IH), 6.57 (dd, J = 8.2, 2,5 Hz, IH), 5.13 (s, 2H), 3.69 (s, 3H), 3.46 (s, 3H), 
2.84 (t, J = 6.1 Hz, 2H), 2.69 (t, J = 6.1 Hz, 2H)o 



#%^J 4 4 
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COOCH, 



■3 



o 



o 



OTf 



T;i/=f>BlfeT> ##«aj4 3-e^3gbfc'fb-^ (82.8g) :feJ:tKi^ Ui^> 
(33.5m 1 ) comh^ 5^U>(300ml) ^fc:. fkmr. h V 7;i/;rn ;»< 

'$'>7.JV:i^^>m (63.8ml) *?i8iTu 1 o^mmwx^fto j^M-^izmm 
(121.8 g) *f#fco ^^nfeffi^ife>{istsa-rsc:i:jfe<iJ:©si?s 

T L C : R f 0.65 (^^•l^> : mM^^J^= 2:1) ; 
10 N M R (300 MHz, CDCI3) : <S 7.24 (d, J = 8.4 Hz, IH), 7.04-6.96 (m, 2H), 5.16 (s, 
2H), 3.68 (s, 3H), 3.47 (s, 3H), 2.98 (t, J = 7.5 Hz, 2H), 2.63 (t, J = 7.5 Hz, 2H)o 

###IJ4 5 

3- (4-^ h^^i'^ h^i^-2-*;i/7K^i^7a:^;i/) :7°Dyi>^p<5^;i/ 

15 



##^J4 4"C'M3tbfeYb'&^. 1, V-}^>(. (i^:7ni-;i/7;i->^>'^^) 
:7ainai-fe> (7.65g) , wmiiJV^A (I69.0g) ^Xxmrn^-^^i^^A (n) 
(21.55g) ©«CDMF (4 0 0ml) — m^bi^^3!f>^#H^T> 

20 9 0-CT?2Hra^#bfeo SiJeig-^^-fe^-Y h (^^^) ^j^U 

*JP;i. »^Ji5^;bT-»m (4111) U/feo *^5^*:43J;z;<tSffi:ftjti7j<-e^Jfe 
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TLC : Rf 0.34 ('v=¥i^>' : ®fM3i5^;v= 1:1); 
5 NMR (300 MHz, CDCI3) : (J 7.71 (d, J = 2.7 Hz, IH), 7.24 (d, J = 8.7 Hz, IH), 
7.17 (dd, J = 8.7, 2.7 Hz, IH), 5.20 (s, 2H), 3.67 (s, 3H), 3.49 (s, 3H), 3.27 (t, J = 7.6 
Hz, 2H), 2.68 (t, J = 7.6 Hz, 2H)o 

10 1 -T1f- 1 -^>t^)\^:t^i^- 4 - 1 



3 -p^5^;^:?'>5^:^~;^ (60.8g) isiiif^>VM^i/-rx>W^ (112.7 
g) £Dt'Ui^> (5 0 0ml) m^^. 8 0-Ct2^^jt#b:feo 

^mT^mm<h^ ( 1 3 4 g) ^m^o 

TLC : Rf 0.85 in-^^^> : ff^m^^;i/= 9 : 1) » 
7 

20 N-^>'^;V:^=3pi/-N- (3-^5=-;i/- 1- (3, 5 
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:p;pzf>S^TN 5-zrn^-m-^i^\y> (7 5g) ©THF (5 7 5 
ml) ^iz^ n-:r^;i/U^e7A (2 3 5ml) 8»Ct?3ip^, im 
mm^\^iio0^m4 6^?SBgb:fe<b•^(29.8g)®^;^3l>(3 3 8ml) 
5 > h U -7)^:^ V (5 1ml) ^mWJUx.. 3 

(5 0ml) ^Jn^fco f#e>ttfcJ^J^:|£Bfi|a:5^;i//^d|p-!^->t? 

3 g) <&f#feo 

TLC : Rf 0.72 (n-'N:^1?-> : @^®a:^;i/= 9 : 1) ; 
N MR (300 MHz, CDClj) : 6 7.20-7.00 (m. 5H), 6.96 (s, 2H), 6.91 (s, IH), 4.67(m, 
IH), 4.61 (d, J = 153 Hz, IH), 4.53 (d, J = 15.3 Hz, IH), 2.32 (s, 6H), 1.80-1.57(m, 
15 3H), 0.95 (d, J = 6.6 Hz, 6H)o 

3-^5=-;p-i- (3, 5-j^;^^;i/7ai^;i/) ^ > • 
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0^m4 7'7!W&l^it^t^ (12g) CD;>«^>'-;V (12 0inl) 

iz. io%j-^^i^^Amm (i.2g) ^Ap^^ 7k^#fflMT^ -mMnvfzo 
5 X. &rf(ommM^mir?>nmit-^ (7.5 g) ^^^o 

TLC : Rf 0.50 (i^nD7^;i/A ; p< ^ ~;i/= 9 : 1 ) ; 
NMR (300 MHz, DMSO-d«) : d 8.32 (br, 3H), 7.11 (s, 2H), 6.98 (s, IH), 4.07 (m, 
IH), 2.23(8, 6H), 1.74-1.66 (m, 2H), 131 (m, IH), 0.88 (d, J = 6.6 Hz, 3H), 0.86 (d, J 
6.6 Hz, 3H)<> 

.0 

(2R) -3-Tir-2-y^—)l^-4- (3, 5 3l=:J]/) y 




15 3, 5 K (30.og) s (R) -7^1— ;vi^>;>>>' 

— ;V (30.7 g) ©h;i/Ji> (2 0 Oml) 7K*^^®*bJfei^e>3Kp 
SMifeUfeo Mii&^^&<&?gliUT> l^lTO^^ttfit^Wt-S^iM-fb'&J^ (59.7 

g) ^^#feo 

T L C : R f 0.69 {n-^^1)-> : i^^J^^;i/= 4 : 1 ) o 

20 

0 

(2R, 4R) -3-71f-2-7 3i-;i/-6-^5^;V-4- (3, 
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H 

6 

T'^l/rfVSiftTx -^V^iyr^A (40.8g) cd^THF (8 0 0ml) mm 
l^my^Wf^ 3-i7pD-2-^^;b- l-rD^> (60.8g) (DM^ 

THF (4 5 0ml) ^?^Tu *^sTl?l^^^^ Mw^ immmwLx. 

^i;-^— (Grignard) SS^^SSigbifco 

7;HJ>iliftTx #%^J4 9 -vmrnVtciit^ODfl^ ( 3 O O m 

1) ^^gfcTx ^m/^m~f^ (Grignard) glS^ (03M ; 1120ml) 

mSLtzo mm(Dmm^^JV (SOOml) ^tc. :^^ST> 
4Nmmyi^:t^V-> (lOOml) ^SP^feo ^^^SMU >rvrn>'l 

T L C : R f 0.80 (n.—^^V> : 0^^^;v= 1:2); 
N M R (300 MHz, CDOa) : 6 9.52 (brs, 2H), 739-7.20 (m, 5H), 6.94 (s, 2H), 6.81 
(s, IH), 5.44 (brs, IH), 4.70 (s, IH), 4.63 (s, IH), 4.40-4.20 (m, 2H), 4.14 (m, IH), 
3.83 (m, IH), 3.11 (dd, J = 14, 4.4 Hz, IH), 2.94 (dd, J = 14, 11 Hz, IH), 2.17 (s, 6H), 
1.49 (s, 3H)o 




^^J5 1 
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(IR) -3-^^;i/-l- (3, 5-i^>i^;i/:7 3i:z;i/) 



5 O-^mMiyfzit-^ (33.0 g) *5J;tJf^'fba^ (rV) (4.60 g) o 
5 cc^5^ ( 3 3 0 m 1) m^^. 7j<:^if X#H^Tx 6 0 "CT- 4 0 l^^m 

(730 g) ^#feo 

T L C : R f 030 (^ D o>l^;i'A : ^ ^ — ;i/= 9:1); 
10 N MR (300 MHz, DMSO-d.) : 6 8.41 (bis, 3H), 7.11 (s, 2H), 7.01 (s, IH), 4.10 (m, 
IH), 2.27 (s, 6H), 1.82^1.66 (m, 2H), 131 (m, IH), 0.86 (d, J = 6.6 Hz, 3H). 0.82 (d, 
J = 6.6Hz,3H)o 

15 4-tl<n:3p->-4- (3, 5-5>^^;v:7ai— v^h^t. ffDtr^y 



T;V:=r>e^TN 5 -yts=E-m-^ty\y> (5.55g) ©THF (6 0 ml) 
-7 8-C'??n-::^5^;i'y5^'i7-^ (I7.8ml) ^in^s l^^tiJ^Ufeo 
Sii&^^Sl-T^b^t h'Dli^>'-4-:r>' (2.0g) ^mX.. ^ibl^iSmmM 
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#bfeo m^sm&i^7}Q^m^. mm^^^jv-^i^mxytzo mmm^^i^^v^f^ 
T^ iik-r(D^mm^m-r^^mt^ (2.6 g) ^m^o 

5 TLC : Rf 0^1 (.mm^^^Jl^: n-^=^^t?->= 1 : 1) ; 

NMR (300MHz,CDCl,) : 6 7.10 (s, 2H), 6.93 (s, IH). 3.99-3.82 (m, 5H), 2.34 
(s, 6H), 2.23-2.11 (m, 2H). 1.72-1.63 (m, 2H)o 

##M5 3 

10 N- (4- (3, S-i^y^^j]/^^^—;]^) ^-t— t Knif^>-4— - 



##fi»J5 2-t?I^UfeYb-^ (1.51g) ©^DDT'-fe (5 ml) 

*3J:t;f@^^ (1 0ml) ©^t:. zK^^Tx filK (3?g|) *t9)o< D?gTU 

20 (2 8 8mg) &»feo 

TLC : Rf 0.54 (g^^3^^;V : n-^^V>= 1:1) ; 

NMR (300 MHz, CDCI3) <5" 6.98 (s, 2H), 6.90 (s, IH), 6.76 (bs, IH), 4.02 (s, 2H), 

3.89 (dt, J = 12.0, 3.3 Hz, 2H), 3.72 (dt, J = 12.0, 2.1 Hz, 2H), 2.42-2.34 (m, 2H), 
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2.32 (s, 6H), 2.29-2.13 (m, 2H) o 

^mm 5 4 

N- (4- (3, 5-$^;><5^;i/7j:r:;v) 7"?— t |'Dtf^>-4— f T 
5 ^> 



#^^?II5 a-e^bfe-fb-^ (2 5 0mg) 0^137 y'—;!/ (2ml) *5Ji 
TfB^® (0.4ml) ^Kis ^^^-e^l^T (8l.2mg) ^iP;t> 7 0 "Ci?— lisa^ 

( 1 6 Omg) &^#feo 
TLC : Rf 0.54 (^^y— ;i/ : ^pn^;VA= 1 : 5) ; 
NMR (300 MHz, CDCI3) : 6 7.07 (s, 2H), 6.90 (s, IH), 3.92 (dt, J = 11.4, 2.4 Hz, 
15 2H), 3.79 (dt, J = 11.4, 4.2 Hz, 2H), 2.34 (s, 6H), 2.24-2.13 (m, 2H), 1.68-1.60 (m, 
2H)o 

mmms 2 

3- (2- ( (3-^5^;i/-i- (3, 5-s?^^;i'7 3^-;v) r5^;v) :^ 
20 ;w^^-i';i') -4-^ h^s^7 3ir:;i/) 7'D7'^>^.?«5^;^3ix7^;i' 
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##^J4 s-^m&vtd^h^ (1.00 g) . 0mm4 st^mrnvti^t^ o 

3 0mg) . l-:n^;i/-3- [3- rn tr;i'] 

^-f ^ F (1.36g) . 1-t KD^^e^'Oy h ;i/ (9 5 8mg) iJJ: 

5 tFN-^f^;i/^;V5^U> (1.6ml) SDMF (14ml) ^^^^g-rS^ 

«IM^b-^ (1.29 g) ^nito 
10 T L C : R f 0.84 (-^=^t?-> : 1:1); 

NMR (300 MHz, CDCQ : 6 7.16-7.12 (m, IH), 7.04-6.98 (m, 2H), 6.96 (s, 2H), 
6.89 (s, IHX 6.40 (d, J = 9.0 Hz, IH), 5.20-5.10 (m, 3H), 3.62 (s, 3H), 3.46 (s, 3H), 
3.00-2.90 (m, 2H), 2.65-2.55 (m, 2H), 2.31 (s, 6H), 1.80-1.60 (m, 3H), 0.98 (d, J = 
6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

15 

f^^JS 3 

3- (2- ( (3-j>«5^;i/- 1- (3, 5-i^^^;i/7a:-;i/) r::^^^;!/) A 
-4- (4-p«^;i/^>i^;i/:a-:^i') 7^— ;v) rn/iv^^ 
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o 




TLC : Rf 0.61 in-^^V-> :7'^h>=2 : 1) o 



^ (n ^3 3 (2 1) 
10 ^^3 3 (1) 

3- (2- ( (3-;^5^;v-i- (3, 5-s^^^;v7 3.r^;i/) r^)v) 



5 
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TLC:Rf 0.26 4 : 1) o 

^^J3 3 (2) 

3- (2- ( (3-y^^)\^- 1- (3, 5-$>p«^;i/7 3i-;v) zf^jv) itj 



o 




TLC:Rf 0.41 (n-^=Sr-y-> : S^^3i^;i/= 3 : 1) o 

10 mmm3 3 o) 

4- (2 - ( (IR) -1- (:^7d7^>-l--f;l/) 3^5=-;i/*;w^^-r;v) 




T L C : R f 0.69 (ti-^^V'> : W^ai^;i/= 1 : 1 ) o 
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3- (2 - ( (3-p<5=-;i'-i- (3, 5-t^^^)vy^^^^) ^^^^) * 

O 

in 



TLC : Rf 0^3 (n-'vdpi?-^ :i^m3^^;v=2 : D » 
^^ite^iaa (5) 

3- (2- ( (3-;^^;i^-l- (3, 5-i^p^^;V7 3.ri;v) * 

o 

o 
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TLC :Rf 0^3 (n-^^-l^> : S^Mai5=-;i/= 2 : 1) o 
^^J3 3 (6) 

4- (2 - ( (IR) -1- (±7^u>-l-^jv) ai5^;i/;!3;w^^>f 

CN 

TLC : Rf 0.47 (n-^=^t^> : @^^ai^;i/= 1 : 1) „ 
iiaS^J3 3(7) 

4-(2-((lR)-l - (±y^U>-l->fj)^) 3L^)],irj)W^=E-()V) 
-4- (2-:P^>'73iy^r^') ^'^f >m>^9-^l'3UX7'J)y 

NH2 

TLC : Rf 0.43 (n-^^1?-> : Ht^:c^;i/= 1 : 1) « 
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V/O 03/016254 

4- (2- ( (iR) -1- r;^) :n5^;v*;w^^>r 

-4- (3-7;v:rn7xy^^» :7't5^>m^^;V3i;:^^;i/ 




TLC : Rf 0.85 (n-'N:^1?-> : l^^^^>'^= 1 *• D <> 
^1^13 3 (9) 

4- (2- ( (iR) -1- f^v) ai^;v*;wt^'f ;v) 

-4- (3-^ h=^^'7 3i^^i^) 7:cr:;V) >m^5=-;W3^X7^;V 




10 TLC : Rf 0.64 (n-^=3p-b-> : I^^^^>'1'= 1 *• D » 
3 3 (10) 

4_(2-((lR)-l - f;v) 3i^;i/*;V/^^'f ^V) 
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TLC : Rf 0,67 (n-^^^> : B^^J^5^;i/= 2 : 1) o 
^^J33 (in 

4- (2- ( (iR) -1- (-^y^ui^-i — r;v) ^5^;v:*;;w^^-r;i/) 

-4- (tfy$^>-2-'f;i/) ::^^S^ 




T L C : R f 0.34 : ®^^a^^;i/= 1 : 1 ) « 

3- (2- ( (IR) -3_p{^;^_i_ (3, 5-S^p<^;i/7izi;i/) ::r 



733 



wo 03/016254 



PCT/JP02/08120 




mmmss (13) 

3_ (2- ( (4- (3, 5-^^7«^;i/73i-;v) /i-t KDl^^^'-4- 



o 




TLC : Rf 0.36 (n-^=^1?-> : l^m3i5=-;i/= 2 : 1) o 
^^^13 3(14) 

3_ (2- ( (4- (3, ^i-tb*ntf^>-4- 
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o 




TLC : Rf 0.68 (n-^^^-y-V : fi^^3^^;V= 1 : 1) o 
5 ^^J3 3 (15) 

3- (2- ( (4- (3, ^ -V =c=.)Vi >'i— t l«Dtr^>-4- 
'f;^) A/) -4- (2, 3, 6- h U37;v:d-D^>s?;i/:^:3PS/) 
7 3^— ;v) 7*d>'1>^p<5=-;i/j:-:^5^>>v 



o 




10 TLC : Rf 0.61 (n-^^lfV' : B^m3i^;V= 1 : 1) o 



mmm 33 (i 6 •) 

3 - (2- ( ( (IR) -3-^5^;i/-l- (3, 5-S;»pi^;i/7ai:::i;i/) 
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o 




TLC : Rf 0.38 (n-^^it> : i^^3i5^;i/= 2 : 1) o 
^^J3 3 (17) 

3 - (2 - ( ( (IR) -3-^5^;V-l- (3, 5-i?^5^;V7 3in;i/) 

5b;wt^>r;v) -4- (2-^'Dn-6-7;v:rn'Oi^;v:^:3pe^) 



o 




TLC : Rf 0.41 (n-^=3ptJ-> :f^^^5^;i/=2 : 1) o 
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mmms 3 (i 8) 

3- (2- ( (4- (,±yi^]y>- 1 — f l*pe^>-4-'r;v) 

o 




TLC ; Rf 0.51 in-^^V> : S^mai5^;i/= 1 : 1) o 
^gtJ33 (19) 

4- (2- ( (4- i±y'!^U>-l — fJV) yl— k i?Dtf^>-4-'f 




T L C : R f 0.63 (n-^:J|r-9-> : i^^3i5^;i/= 1 : 1) o 
^^J3 3 (2 0) 
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4_ (2- ( (4- (3, 5-i?^^;i/7 3i-;i/) t ^•^t:•;^>-4- 




TLC : Rf 0.71 (n-^^1?-> : 6^^^;^= 1 : D « 
^aftfli^J 3 3 (21) 

3_ (2- ( ( (IR) -3-^^;i/-l- (3, 5-S>pi9=-;V7 3i-;V) 

>^5=-;v) *;w^^-f;i/) -4- (2, 3, 6- h U7;i/3}-P^>^^;v:r^s^) 

o 



TLC : Rf 0.53 (n-^:5p-y-> : ^^^^5^;^= 2 : 1) o 
^fflJ3 4 
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3- (2- ( (3-^5=-;U-l- (3, 5-i^^5^;i/:7 3i-;i/) 

^COOH 



^^J3 3-C-^b;fe'fb-^?£fflV>Ts Ilife«aj3 i:|^Ifi|©Ji#^fToTx 

TLC : Rf 0.69 (IgYbpt^l^V : ;i/=9 : 1) ; 

NMR (300 MHz, CDO,) : d 7.29 (d, J = 7.8 Hz, 2H), 7.22-7.18 (m, 3H), 
6.98-6.88 (m, 5H), 6.21 (d, J = 8.4 Hz, IH), 5.13 (q, J = 8.4 Hz. IH), 4.99 (s, 2H), 
3.00-2.90 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 230 (s, 6H), 1.80-1.50 (m, 
10 3H),0.97(d,J = 6.3Hz,3H),0.97(d,J = 63Hz,3H)o 

mmms 4 (1)^34 (191) 
^^?!i3 3 (1) ~3 3 (2 1) i!W^\.rzib^^m^^xmmm3 4ii 

«»J3 3^^0ij3 4 Jiiqi^cDjsKt^ff o'r^^;T©<b'^<fe^ifeo 

llifil^J3 4 (1) 

3- (2- ( (3-p«5^;i/- *;w'?^-r;i/) -4- (3 
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TLC : Rf 0.51 (^nn7^;i/A : ^37y-;i/=9 : 1) ; 
NMR(300MHz,CDCl,) :6 7.72 (s, IH), 7.66-7.60 (m, 2H), 7.49 (t, J = 7.8 Hz. 
ItC), 7.39-7.23 (m, 5H). 7.17 (d, J = 8.1 Hz, IH), 6.97-6.89 (m. 2H), 6.47 (d, J = 8.4 
5 Hz. IH), 5.22 (m, IH), 5.05 (s, 2H), 2.94 (t, J = 6.8 Hz, 2H). 2.69 (t, J = 6.8 Hz, 
2H), 1.88-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

^^13 4 (2) 

3- (2- ( (3-^5-;v-i- (3, 5-i^pt^;v7a.-;v) * 



TL C : Rf 0.35 {■^UU^})/A : ^^^y'— ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : S 7.43-7.33 (m, 5HX 7.17 (m. IH), 6.98-6.90 (m, 5H), 

6.2* (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.99-2.92 (m. 2H), 2.70 (t, J = 
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73 Hz, 2H), 231 (s, 6H), 1.80-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 
^^J34 (3) 

3- (2- ( (3-^5^;i/-l- (3, 5-i?p<5^;i/:7ai^;i/) ^^)\,) a, 
;w^^-r;i/) -4- (3-S/7'y^>s^;i/:a-:^i/) yuj^^m 




TLC : Rf 038 (!J7ddj^;VA : j>L^j^j]^= 10:1) ; 
NMR (300 MHz, CDQ,) : 6 7.71 (s, IH), 7.62 (d, J = 7.8 Hz, IH), 7.61 (s, IH), 
7.49 (dd, J = 7.8, 7.8 Hz, IH), 7.17 (d, J = 7.8 Hz, IH), 6.97-6.87 (m, 5H), 6.40 (d, J 
= 8.4 Hz, IH), 5-15 (m, IH), 5.04 (s, 2H), 2.98-2.91 (m, 2H), 2.71-2.64 (m, 2H), 2.30 
(s, 6H), 1.82-1.53 (m. 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

l^^a 3 4(4^ 

3- (2- (:^7^J'^>- 1 -^;v^5^;i/3ij;w?^-f;i/) -4 -^my'^s^^/ 
7 3in;i/) :rD>''i>^ 
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TLC : Rf 0.47 (^DD7^;i/A : y^'^^-)V= 10:1) ; 
NMR (300 MHz, CDQ,) : 6 8.08 (d. J = 7.8 Hz, IH), 7.91-7.79 (m, 2H), 
7 J8-739 (m, 4H), 736-7.06 (m, 5H), 7.02-6.90 (m, 3H). 6.27 (m, IH), 5.06 (d, J = 
5 5.4 Hz, 2H). 3.06 (t, J = 7.5 Hz, 2H). 2.77 (t. J = 7.5 Hz, 2H)o 

^^13 4 (5) 

3- (2- (1- (:^7^l/>-2-'f )]/) -4-7 




TLC : Rf 0.47 (^'nD:4^;i/A : ^^^—>'1^= 1 0 : 1) ; 
N MR (300 MHz, CDQa) : 6 7.88-7.72 (m, 4H), 7.52-6.92 (m, IIH), 6.46 (d, J = 
7.5 Hz, IH), 5.46 (m, IH), 3.03 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H)o 1.67 (d, 
J = 6.6Hz,3H)o 

15 

mMm\3 4 (6) 
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3- (2- ( (3-p<?-;i'- 1- (•^y^u>-l — r;i/) y^^v) :fyjw^ 

XOOH 



TLC : Rf 0.48 (^?DD3t^;i/A : pl^J'^— ;i/= 1 0 : 1) ; 
5 N MR (300 MHz, CDCI3) : d 8.29(d, J = 8.4Hz,lH),7.86(d,J = 7.5Hz, IH), 
7.78 (d, J = 7.5 Hz, IH), 7.62-7.28 (m, 6H), 1.22-1 Xn (m, 2H). 7.02-6.90 (m, 4H), 
6.27 (d, J = 8.7 Hz, IH), 6.10 (m, IH), 2.99 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 73 Hz, 
2H), 1.97-1.90 (m, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 Hz, 
3H)o 

10 

MI^^J3 4 (7) 

3- (2- (4-^^;i'-2 ;v^>5^;i/) ptr^W^^-r;^) -4-7 





COOH 
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TLC : Rf 0.47 (i^^b;>?^l^> : p<^7>'-;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.35 (t, J = 7.5 Hz, 2H), 7.30-7.10 (m, 7H), 7.00- 
6.90 (m, 3H), 6.73 (d, J = 2.7 Hz, IH), 5.85-5.80 (m, IH), 3.86-3.76 (m, IH), 3.40- 
3.28 (m, IH), 3.02-2.84 (m, 3H), 2.67 (t, J = 7.8 Hz, 2H), 1.65-1.35 (m, 3H), 0.86 
5 (d,J = 63H2?,3H),0.84(d,J = 6.3Hz,3H)o 

^^J3 4 (8) 

3 - (2 - ( (IR) -1- l—< a:5^;i/pb;Wt^>f;i/) 

-4- 7a;y^r^) T'n/^y^ 



10 




TLC : Rf 0.52 (^'PP7t^;VA : ^^y~;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.1 Hz, IH), 7.87 (d, J = 8.1 Hz, IH), 
7.81 (d, J = 8.1 Hz, IH), 7.68-7.42 (m, 6H), 7.28 (m, IH), 7.18-6.98 (m. 3H), 6.84 (d, 
J = 8.4 Hz, IH), 6.40 (d, J = 7.8 Hz, IH). 6.12 (m, IH), 3.08 (t, J = 7.5 Hz, 2H), 2.77 
15 (t, J = 7.5Hz,2H),1.79(d,J=6.6Hz,3H)o 

^^3 4 (9) 

3 - (2 - ( (IR) -1- {^y^U>-l—( 

-4- (4-i^ry 7 3;ydpi/) 73^— ;v) rn/svi® 



744 



wo 03/016254 



PCT/JP02/08120 




COOH 



NC 



TLC : Rf 0.52 (i^DD7lN;i/A :j<^^'-J]/= 10:1) ; 
NM R (300 MHz, CDCO : d" 8.17 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
8.1 Hz, IH), 7.60-7.41 (m, 6H), 7.28 (m, IH), 7.04-6.90 (m, 4H), 6.35 (d, J = 8.4 Hz, 
5 IH), 6.11 (m. IH), 3.13-3.02 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.79 (d, J = 
6.6 Hz, 3H)o 

3 4 (10) 

3- (2- ( (IR) - i-7 3^^;v^g^;i/*;w^^>i';i/) -4-7:1:^^ 
10 ^':7 3ir:;v) rrn^'i^^ 



TLC : Rf 0.47 (i^^bp«5=-^> : p«t$'^—;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.23 (m, 7H), 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.2 Hz, IH), 7.05 (d, J = 2.4 Hz, IH), 7.02-6.92 (m, 3H), 6.39 (d, J = 7.5 Hz, IH), 
15 5.28 (q, J = 7.5Hz, IH), 3.01 (t, J = 7.5 Hz. 2H), 2.73 (t, J = 7.5 Hz, 2H), 1.57 (d, J = 
6.9 Hz, 3H)o 




COOH 
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mmm3 4 (i i) 

4- (2- ( (IR) -1- i—f;!/) Ji5^;i/:^;wt^'f ;v) 



TLC : Rf 0.64 : ^^^-->'^=9 : 1> 5 

NMR (300MHz,CDa3) : <y 8.19 (d, J = 7.8 Hz, IH), 7.86 (d, J = 7.5 Hz, IH), 

7.80 (d, J = 8.1 Hz, IH), 7.58-7.40 (m, 4H), 7.31 (t, J = 7.5 Hz, 2H), 7.20-7.06 (m, 
2H). 6.98-6.88 (m, 4H), 6.15-6.05 (m, IH), 6.01 (d, J = 8.1 Hz, IH), 2.85-2.70 (m, 
10 2H), 2.40-2.20 (m, 2H), 2.00-1.80 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H)o 

^fffi>^l3 4 (12) 

3_ (2- ( (iR) -1- (4-;'(5^;v:7 3i^;v) 3i5^;i/*;w^^^;i/) 

^COOH 



5 




15 




TLC : Rf 0.24 (n-'v^-y-V :S^^5^;V-1 : D 5 
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N M R (300 MHz, CDCaj) : 6 7.37-7.31 (m, 2H), 7.26-7.10 (m, 6H), 7.04 (d, J = 
2.1 Hz, IH), 7.00-6.93 (m, 3H), 6.29 (brd, J = 5.4 Hz, IH), 5.25 (m, IH), 3.05-3.00 
(m, 2H), 2.77-2.72 (m, 2H), 2.33 (s, 3H), 1.56 (d, J = 6.6 Hz, 3H) o 

5 ^^J3 4(13) 

3- (2- (1- (4-7;i/::rn7ai:n;i/) JV) -4-7 



T L C : R f 0.62 {mh^9-\y> : ^ ^ ^ — ;V= 9:1) ; 
10 N M R (300 MHz, CDCls) : 6 7.38-7.30 (m, 4H)» 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.5 Hz, IH), 7.05-6.93 (m, 6H), 6.40 (d, J = 7.5 Hz, IH), 530-5.20 (m, IH), 3.00 
(t, J = 7.5 Has, 2H), 2.72 (t, J = 7.5 H z, 2H), 1 .55 (d. J = 6.9 Hz, 3H)o 

HifS^JS 4(14) 

15 3- (2- ( (IR) - 1 --Y 1 --f ;i/) >»3;w^^-f ;i/-4-7 3i 




COOH 
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TLC : Rf 0.59 (m^fci;'i5^V>:^^>'->'^^=9 = 1) ' 
NMR (300 MHz. CDCl,) : 6 7.40-7.30 (m, 3H). 7.30-7.20 (m, 4H), 7.15-7.05 (m, 
2H). 7.03-6.94 (m. 3H), 6.27 (d, J = 8.7 Hz. IH). 5.64 (q. J - 7.5 Hz. IH), 3.10 (t, J = 
5 7.5 Hz. 2H), 3.06-2.84 (m. 2H). 2.80 (t, J = 7.5 Hz. 2H). 2.76-2.62 (m. IH), 2.00- 
1.80 (m, lH)o 

^^13 4 (15) 

3- (2- (i-^^;v-3-73.r-;v:^oti;v) :ij;v/N*^W;v-4-7 3i 
10 y:^S/7air:;i/) rP>''^>^ 




TLC : Rf 0.54 (i^pnJf:;VA : 7«^^--'V=l 0 : 1) ; 
NMR (300MHz.CDa,) : d 7.40-6.94 (m. 13H), 5.92 (d. J = 8-4 Hz, IH), 4.22 
(n, IH). 3.05 (t. J = 7.5 Hz. 2H), 2.81 (t. J = 7.5 Hz. 2H), 2.70 (t. J = 7.8 Hz. 2H). 
15 1.93-1.78 (m,2H). 1.27 (d, J = 6.6 Hz. 3H)o 
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mmm 3 4 (16) 

3- (2 - ( (IR) -1- (4-— hD7i^;i/) a^5=-;i/:ib;w^^'i';p) 

JCOOH 



5 TLC : Rf 0.56 (^DD7}^;i/A : ;V= 1 0 : 1) ; 

NMR (300MHz,CDCl3) : ^ 8-19 (d, J = 7.8 Hz, 2H), 7.53 (d. J = 7.8 Hz. 2H), 
7.40-6.94 (m, 8H), 6.66 (d, J = 7.2 Hz, IH), 5.33 (m. IH). 2.99 (t, J = 7.2 Hz, 2H). 
2.73 (t, J = 7.2 Hz; 2H), 1.59 (d, J = 7.2 Hz, 3H)o 

10 §^^J3 4(17) 

3- ( 2 -i^7 3i^;M5^;i/:*?;wt^^;v-4-7 3iy:^S'7 3c-;i/) :7*d 





COOH 



TLC : Rf 0.55 (^DD/tt;i/A : ;i/= 10:1) ; 
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NMR (300MHz,CDa3) :S 7.44-6.93 (m, 18H), 6.71 (d, J = 8.1 Hz, IH), 6.42 
(d, J = 8.1 Hz. IH), 3.02 (t, J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)o 

^^34 (18) 

5 3_ (2- ( (3-^^;i/-i- (3, 5-5^^^;v7 3^^;i/) * 

^COOH 



TLC : Rf 0.57 (^^Dn:!i^;i/A : j^i^y— ;V= 10:1) ; 
NMR (300 MHz, CDCla) : (J 7.39-7.09 (m, 5H), 7.05-6.87 (m, 6H), 6.21 (d, J = 
10 8.4 Hz, IH), 5.13 (m, IH), 3.06-2.92 (m, 2H), 2.72 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 
1.81-1.50 (m, 3H), 0.97 (d, J = 63 Hz, 3H), 0.96 (d, J = 63 Hz, 3H)o 

^^J3 4(19) 

3_ (2- ( (IR) -1, 2, 3, 4-7^h^t h*D:h7^5' V>-l-> r 

15 ;v) pb;w"^^'f ;v-4-7^^^i>'73i-;i/) :rD7i>M 
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COOH 



T L C : R f 0.52 D n>^;i/A \ J — ;i/= 10:1) ; 

NM R (300 MHz, CDaj) : d 7.38-6.92 (m, 12H), 6.25 (d, J = 8.4 Hz, IH), 5.35 

(m, IH), 3.10 (t, J = 7.2 Hz, 2H), 2.90-2.71 (m, 4H), 2.14 (m, IH), 2.01-1.78 (m, 3H) o 



mm\ 3 4 (2 0) 

3- (2- ( (IR) -1- (1, V -M-y )\/) ac5=-;i/*;i/ 

^COOH 



10 TLC : Rf 0.52 (^^DD7}n;1/A : ^^J^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDOa) : d 7.65-6.92 (m, 17H), 6.40 (d, J = 8.1 Hz, IH), 533 
(m, IH), 3.03 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H). 1.61 (d, J =6.9 Hz, 3H)o 

mmm 34 (21) 

15 3-(2-((iR)-l - — f;w) Ji5^;i/*;w^^i';v) 

-4- (4-;??5^;i/7 3iy^i/) 7a:.ri;i/) T'P/l^'^ 
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TLC : Rf 0.50 (^nP5f:;VA : 9 : 1) ; 

NMR (300 MHz, CDCI3) : S 8.17 (d, J = 7.8 Hz, IH), 7.90-7.77 (m, 2H), 
7.59-7.41 (m, 4H), 7.21-7.07 (m, 3H), 6.98-6.80 (m, 4H), 6.29 (d, J = 8.1 Hz, IH), 
5 6.10 (m, IH), 3.04 (t, J = 7.2 Hz. 2H). 2.75 (t, J = 7.2 Hz, 2H), 2. 33 (s, 3H), 1.78 (d, 
J = 6.9Hz,3H)o 

mmm3 4: (22) 

3- (2- ;v*;w^^-f;v) -4-7 3iy^$/7 3i-;i/) 

10 IT'P^"?^^ 




CN 



TLC : Rf 0.62 (ffi-fb^^VV : ^^>'->'^=9 : 1) J 
NMR(300 MHz, CD3OD) : (57.58-754 (m, 2H), 7.48-7.28 (m, 6H), 7.13 (t, J = 7.5 
Hz. IH), 7.03-6.97 (m, 4H). 6.29 (s. IH), 2.97 (t, J = 7.2 Hz, 2H), 2.57 (t, J = 7.2 Hz, 
15 2H)o 



752 



wo 03/016254 



PC7r/JP02/08120 



^^J34 (23) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^5^;i/7 3i:=:;i/) ^ 




5 TLC :Rf 0.61 (m^ihji^U> : j^^>^—)V=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.40-7.32 (m, 2H), 7.18-7.12 (m, IH), 7.10-7.02 (m, 
2H), 6.96-6.88 (m, 5H), 6.27 (d, J = 8.4 Hz, IH), 5.14 (q, J = 8.4 Hz, IH), 4.98 (s, 
2H), 3.00-2.90 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.80-1.50 (m, 3HX 0.97 (d, 
J = 63 Hz, 3H), 0.97(d, J = 63 Hz, 3H)o 

0 

^M3 4 (2 4) 

3- (2- ( (3 -p<5=-;i/- 1 - (3, 5-$^p<5=-;V7ai-;v) y^JV) ^ 
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TLC:Rf 0.63 (m7«9=-V>:^^>'-''l'=9 : D ; 
NMR (300MHz.CDCg : 5 7.70 (d, J = 7.5 Hz. IH), 7.63 (dd, J = 4.8, 1.2 Hz, 
2H), 7.50-7.40 (m, IH), 7.18 (d, J = 8.7 Hz, IH), 7.02-6.94 (m, 4H). 6.90 (s, IH), 
636 (d, J = 8.4 Hz, IH), 5.23 (s, 2H). 5.15 (q, J - 8.4 Hz. IH). 3.00-2.90 (m. 2H). 
5 2.75-2.65 (m. 2H), 2.30 (s, 6H). 1.85-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 



13 4 (2 5) 



3- (2- ( (3-^^;i/-i- (3, 5-^^p^^;i'7:n::^;v) * 

^COOH 




10 

TLC : Rf 0.51 (^PD3^;i/A : ^<$'>'-;V= 1 0 : 1) ; 
NMR (300 MHz, CDQ,) : 5 7.40 (d. J = 7.2Hz, IH), 7.31 (m, IH), 7.17 (m, IH), 
7.04-6.87 (m, 7H), 6.22 (d, J = 8.4 Hz. IH). 5.14 (m. IH). 5.08 (s. 2H), 3.84 (s, 3H), 
3.02-2.90 (in, 2H), 2.71 (t, J = 7.5 Hz. 2H), 2.31 (s. 6H). 1.83-1.52 (m. 3H), 0.97 (d, 
15 J=6.0Hz,6H)o 



3 4 (2 6) 



3- (2 - ( (3-pi^;v-i- (3, 5-s?^5=-;v7:c-;v) 
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TLC : Rf 0.56 (^Dnj^;i/A : J—J\/- 10:1) ; 
NMR (300 MHz, CDCl,) : 6 7.51 (m, IH), 7.40 (m, IH), 7.33-7.23 (m, 2H), 7.18 
(m, IH), 7.00-6.87 (m, 5H), 6.23 (d, J = 8.7 Hz, IH), 5.20-5.10 (m, IH), 5.15 (s, 2H), 
5 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 

i^^J3 4 (2 7) 

3- (2- ( (3-^5=-;i/-l- (3, 5-s^^^;i/7 3i-;i/) >^5^;i/) * 
10 ;w^^-f;i/) -4— (2— 7 3iri;i/^>5^;i/2|-:^$^) 7^^— ;i/) 7*n/i>^ 

^COOH 




TLC : Rf 0.55 (^DnTj^^l/A : ^iS^y— ;i/= 10:1) ; 

NMR (300 MHz, CDCa,) : 6 7.56 (m, IH), 7.44-7.30 (m, 8H), 7.11 (d, J = 8.1 Hz, 

IH), 6.9S-6.TJ (m, 5H), 6.17 (d, J = 8.4 Hz, IH), 5.13 (m, IH), 4.91 (s, 2H), 2.99- 
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2.87 (m, 
6.3 Hz, 6H)o 



2H). 2.68 (t. J = 7.5 Hz, 2H). 2.30 (s, 6H), 1.83-1.50 (m, 3H), 0.97 (d, J = 



4(2 8) 



3- (2- ( (3-.<^;V-l- (3, 5-S^.i^;V7:n::^;V) '^^^^) * 

;w.^>f;v) -4- (2-^^;v^>e.^i^^^^^) ^--^l^) 



COOH 




TLC :Rf 0.57 ({'00*-"'^:^*'''-'"'=^° = ' 

NMR (300 MHZ, CDO.) : 5 7.36 (d. J = 7.2 IH^ 7.30-7.14 («. 4H). 
10 7.01-6.88 5H). 6.24 (a. I = 8.4 IH). 5.15 (m. IH). 5.01 (. 2H). 3.02-2.90 in, 
2H), 2.68 (M - 7.5 HZ. 2H). 236 (=, 3H), Z30 (s. 6H), 1.83-1.53 (m, 3H), 0.98 (d, J 

= 6.3 Hz, 6H)» 



15 



3- (2- ( (3-^^;w-i- (3, 5-e^^^;v7:.^;v) 7^;v) * 
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COOH 



TLC : Rf 0.50 (^Dn;^;i/A : jji^y*— ;i/=9 : 1) ; 
NMR (300 MHz, CDCO : 6 7.50-7.42 (m, IH), 7.38-7.28 (m, IH), 7.23-7.04 (m, 
3H), 7.02-6.88 (m, 5H), 6.24 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.11 (s. 2H), 
5 3.02-2.90 (m, 2H), 2.72 (t, J = 7.2 Hz, 2HX 2.31 (s. 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 

^^J3 4 (3 0) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^5=-;i/7airi;i/) ^5^;i/) ^tj 
10 ;w^^'T;i/) -4- (4-ji5^;i/'^>'$^;i/;4-^i^) 7jcn;i/) 7°d/i>^ 

^COOH 



TLC : Rf 0.50 (i7DD/}^;i/A : ;i'= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.32 (d. J = 7.8 Hz, 2H), 7.25-7.14 (m, 3H), 

7.00-6.88 (m, 5H), 6.23 (d, J = 8.1 Hz, IH), 5.20-5.10 (m, IH), 5.00 (s. 2H), 3.02- 
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190 (», m (o. 4H). 131 6H). 1.82-1.50 (o. 3H), 1.24 (U - 7^ 

3H), 0.98 (d, 1 ■= 63 Hz, 6H). 



134(311 



3_ (2- ( (3->^;V-l- (3, S-y^f^^V^'-^") ^*"'> * 



COOH 




10 



TLC:Rf 0.50 (^DD^;VA:pi^^-^V-9 : 1) 
ia4 (3 2), 
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TLC:Rf 0.50 (^Dn^Jt;i/A : ;i/=9 : l) ; 

NMR (300 MHz, CDCO : 6 7.17 (d. J = 7.8 Hz, IH), 7.12-6.88 (m, 8H). 6.27 (d, 
J = 8.7 Hz. IH), 5.20-5.08 (m, IH), 5.09 (s. 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.02-2.90 
5 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 
6H)o 

^^J3 4 (3 3) 

3- (2- ( (3-^^;i/-l- (3, 5-i^^5=-;i/7airi;i/) iT^^;!/) ;b 
10 ;w^^-f;i/) -4- (2, 6 :7 3i-;i/) >^d>>i 




T L C : R f 0.54 (^^ P D:tf;i'A : — ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : <S 7.28-7.13 (m, 3H), 7.12-6.95 (m, 3H), 6.94 (s, 2H), 
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2.72 (U - 6.9 HZ .2H). 138 (s, 6H), 230 (=. 6H). (m. 3H). 0.97 (d. J - 63 

Hz,6H)o 



13 4 (3 4)_ 

3- (2- ( (3-^^;v-i- (3. 5-^:^^^;v7--^^) ^^^^) * 

XOOH 




TLC:Rf o.50(^OD'i^>'^^:^^^-^^=® = ' 
10 NMR (300MHz,CDC.3) : ^ 7.42 (s, IH). 7.34-7.22 3H). 7.21-7.14 (m, IH), 

6.97-6.88 (n, 5H). 626 (d, J - 8.1 Hz. IH), 5.20-5.10 (n. IH), 5.01 (s. 2H), 3.00- 
2.93 (xn, 2H), 2.71 (t, J = 7.2 Hz. 2H). 2.31 (s. 6H). 1.84-1.50 (n. 3H). 0.98 (d, J = 
63Hz,6H). 



15 ^Mfaia* (3 6) .^^„N+, 
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COOH 



TLC : Rf 0.50 (^DD/}s;i/A : ^^y>-;i/=9 : 1) ; 
NMR (300 MHz; CDCI3) : 6 7.40-7.30 (m, IH), 7.21-7.10 (m, 3H), 7.07-6.98 (m, 
IH), 6.98-6.89 (m, 5H), 6.26 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.04 (s. 2H), 
5 3.00-2.90 (m, 2H), 2.71 (t, J = 7.2 Hz. 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3Hz,6H)o 

^^J3 4 (3 6) 

3- (2- ( (3-^5=-;i/-l- (3, 5-i?>«5^;i/7 3in;i/) * 
10 ;wt^-f;i/) -4- (3 - h U7;i/:rD^5^;i/^>$;;i/;^^r2^) 




COOH 



TLC : Rf 0.50 (^DD5jx;i/A : pi^J'^— ;i/=9 : 1) o 
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^^13 4 (3 7) 

3- (2- ( (3-^^;v-i- (3, 5-$^^^;v7:n-;i/) * 




5 

T L C : R f 0.50 a n7^;V A : 7^ ^ — ;V= 9 : 1 ) o 



^^13 4 (3 8) 

3- (2- ( (3-p<5=-;v-i- (3, 5-$^^5=-;i/7n.^;v) :/5^;v) * 
;w^^>f;i/) -4- (4— f vrDtf;v-<>y;v:^^i>') rn^-? 




TLC : Rf 0.50 (i7UUyi^)VA : : 1) » 
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mmm3 4 (39) 

3- (2- ( {3-:A^JV-l- (3, S-i^j^'^^Vys^—)]/) ^^fV) itj 




TLC : Rf 0.50 (^DD/J^;i/A : p<i5'y— ;i/=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 8.05-7.98 (m, IH), 7.94-7.84 (m, 2H), 7.60-7.40 (m, 
4HX 7.22 (d, J = 8.1 Hz, IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 3H), 6.26 (d, J = 8-1 
Hz, IH), 5.47 (s, 2H), 5.20-5.10 (m, IH), 3.05-2.90 (m, 2H), 2.73 (t, J = 7.2 Hz; 2H), 
2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H)o 

ilifegllS 4 (4 0) 

3- (2- ( (3-pt9=^;i/- 1- (3, 5-i^;>?5^;i/7ic-;v) 3^5^;!/) * 

;wt^-Y;i/) -4- (4 — ::^^;i/'^>i^;i/::i-dpt/) 7 3i^;ix) yuj^>m 



763 



V/O 03/016254 



PCT/JP02/08120 




TLC : Rf 0.50 (^'ap4^;VA : ^^J'y'— ;i/= 9 : 1) o 

mmm3 4. (4 1) 

3- (2- ( (3-^5^;v-i- (3, 5-s^>?^;v7ai-;i/) y^)^) 




T L C : R f 0.50 (^^ D d4^;1/A : ^ ^ ^ —JV= 9 : 1 ) o 

10 

mm3 4: (4 2) 

3_ (2- ( (3-^^;W-l- (3, 5-if^^)V7:^=-)]y) iJ 
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COOH 



TLC : Rf 0.50 (i7DD5r;;VA : ;i/= 9 : 1) ; 

NMR (300 MHz, CDOa) : 6 7.65-7.55 (m, 4H), 7.55-7.32 (m, 5H), 7.23-7.15 (m, 
IH), 7.06-6.86 (m, 5H), 6.24 (d, J = 8.4 Hz, IH), 5.20-5.08 (m, IH), 5.08 (s, 2H), 
5 3.03-2.92 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 5.4Hz,6H)o 

^^J3 4 (4 3) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^;^^;i/7 3i:r;i/) :^ 
10 ;w^^-f;i/) -4- (2-^>s^;i/^>5^;v:^=Jpe^) :7°d>''?>^ 

^COOH 




T L C : R f 0.50 (iJ' D D/^;i/A : y — 9 : 1) o 



^^J3 4 (4 4) 
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3- (2- ( (3-^5^;^-i- (3, 5-i^^^;v:7ai-;v) a 




5 TLC : Rf 0.50 (^nt35}^;VA : p«iJ'^-;V=9 : 1) 5 

NMR (300MHz, CDO,) :6 7.36-7.18 (m. 3H), 7.10-6.88 (m, 6H), 6.27 (d, J = 
8.7 Hz. IH). 5.20-5.10 (m. 3H), 3.02-2.94 (m, 2H), 2.73 (t, J = 6.9 Hz. 2H), 2.31 (s, 
6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

10 ^M3A C4 5) 

3- (2- ( (3-^^;v-l- (3, 5-S^^^;v:7a.n;v) 

;wN'^^;i.) -4- (2, 5-s?7;i.:rp-<>t^;v:r^^» ^x-;^) re 
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T L C : R f 0.50 D D 7h;VA \ J — ;V= 9:1) ; 
N M R (300 MHz, CDQa) : 6 7.25-7.16 (m, 2H), 7.10-6.90 (m, 7H), 6.28 (d, J = 
8.1 Hz, IH), 5.20-5.10 (m, IH), 5.09 (s, 2H), 3.05-2.90 (m, 2H), 2.72 (t, J = 7.5 Hz, 
2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 63 Hz, 6H)o 



gl:&S^J3 4 (4 6) 

3- (2- ( (3-p«5^;i/-l- (3, 5-S^p<^;i/7 3t-;i/) iib 
;wt^-f;i/) -4- (4-^nP'0$^;i/;r=¥s^) 73^— rrn.'i^^ 

^COOH 



10 TLC : Rf 0.50 (^CiD;i^>>l/A : ^^y— ;b=9 : 1) o 
^^J3 4 (4 7) 

3- (2- ( (3-p<^;i/-l- (3, 5-t^p«5=-;V7ai-;i/) 
;w^^-r;i/) -4- (2 -.7;i/;rD- 5 - h u 7;i/:rn^^;i/^>i?;i/:^^ 
15 S/) 7 7*a/^>^ 



5 
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5 3- (2- ( (3-^^)V-l- (3, 5-i?^^;V7:c^;V) ■^^)^) * 

;wt^^;W -4- (2, A-t^yMn^>^:^M^i^) 



COOH 




10 



TLC : Rf 0.50 i^UU7ir^}V2^ : ^i5'^-;V=9 : 1) o 
^ f?il3 4 (4 9) 

3_ (2- ( (3-^5-;i/-i- (3, 5-^^^^;v7:.^;w) 

;W^♦^^;V) -4- (3, 5 ^^V-^^^^^^^^^^^ ^^^^^^ ^'^'^ 
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TLC : Rf 0.50 (^DD!fv;i'A : ;^^y-~)V=Q : 1) o 

3- (2- ( (3-^5^;V-l- (3, 5-t^y.^,\,z7x.=.)\,) zr^)\y) tf 




TLCrRf 0.33 (n-^:3pl^> : i^^^5=-;u= 1 : 1) o 
iafii^J3 4(5 1) 

3- (2- ( (3-p«^;i.-l- (3, 5-t?p(5^;i/7 3in;v) :i7 
;wt^'f - 4 - (2 -:7;i/;^-D - 6 - h U yAytU?^^JV^>i^;V:^^ 
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T L C : R f 0.57 in-^^1)-> : ^^3^^;^= 1 : 1 ) o 

mmm3 4 (5 2) 

5 3_ (2- ( (3_^5^;v-l- (3, 5 -V?f^9')Vy =^-)V) * 

;wt^>f;v) -4- (2, 3-5^7;i';rp^>^;i':r=3p2^) 7 




TLC:Rf 0.57 {n-^^D-> :Ml^^^^)^=l : 1) o 

10 

ggfiS^J 3 4 (5 3) 

3- (2- ( (3-p«5^;V-l- (3, 5-:^^5^;V7 3i-;i/) * 

;w^^-f;b) -4- (2, 6-i^7;v:^P^>^;i':^^i^) 7 
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TLC : Rf 0.57 in-^^V-> :mm:ru9-JV= 1 : 1) ; 

NMR (300 MHz, CDaj+CDsOD) : (J 7.34 (m, IH), 7.19 (d, J = 8.4 Hz, IH), 

7.03-6.85 (m. 7H), 6.28 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 5.11 (s, 2H), 3.11-2.88 (m, 

2H), 2.69 (t, J = 7.1 Hz, 2H), 230 (s, 6H), 1.86-1.52 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H)o 

§I«S^J3 4 (5 4) 

3- (2- ( (3-^^;i/-l- (3, 5_c^^5^;i,7^-;i,) :;r5=-;v) ^j, 
;w^-=E-r;i/) -4- (2-ti'DD-4-:7;i/;tD^>i^;i/:^^ri^) 7ji^;i/) 




TLC : Rf 0.60 (n.-^^^> : fp^3i^;v= i ; i) „ 
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rnmm 34 (55) 

;w^^-f;i') -4 - (3, s-'^jyMXi^yi^M^^y) t'd 




TLC : Rf 0.55 (n-^^r-9-> : S^®3i^;i/= 1 : 1) » 

mmm 34 (56) 

3- (2- ( (3-^^;i/-l- (3, 5-e^^5=-;^7:n-;v) ti 

;wi^-<;i/) - 4- (3, (hU7;v:rp^5^>>v) ^i^i^;v:r=^5^) 




TLC : Rf 0.59 (n-^=¥lJ-> : t^^^5^->V= 1 : 1) o 
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mmm 34 (57) 

3- (2- ( (3-^5^;i/-i- (3, 5-i^>^^;\^ysu-)\,) itj 
;w^^-r;i/) -4- (3, 4-i^y)]/:tu^>t^jv:t^t^) rn 



5 




TLC : Rf 0.60 (n — \^r1?-> : B^^:ng^;i/= 1 : 1) o 

mmm 34 ( 5 s ^ 

3- (2- ( (3-^5=-;i/- 1- (3, 5-i^p<^;i/:7 3ir:;i/) itj 
10 ;i/M^-r;i/) -4- (3 - h ^;:7;^3^Dp<5^;^3^-:^^^>t?;^:^d^^) ^x. 




TLC : Rf 0.57 (ii-^^'9-> : fi^^3i^;i/= 1 : 1) » 
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^^13 4 (5 9) 

3_ (2- ( (3-^5^;v-i- (3, 5 •zr^)^/) * 
^wi^-y;!/) -4- (3, 4-i?^5=■;v^>s^;^3^^5^) :7 3i-;v) :7-d>'^ 




TLC : Rf 0.55 (n-^^"9-> : B^^3^5^;V= 1 : 1) o 

3- (2- ( (3-^5=-;v-i- (3, 5-i^^5^;i/7^-;v) 
10 ;w'«^w';v) -4- (2-^ b=¥i':^7i5' v>- 1 -'r;i/^5^;i^^^^) ^7 




T L C : R f 0.50 D D5fc;VA : J — ;V= 9 : 1 ) o 
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3 4 (61) 

3- (2- ( i3-^^)V-l - (3, 5-^:^p«^;i/7ai-;i/) Hj 
)Wi^>(JV) -4- (2, 3, 6-h^)yjV7tu^>i?)]/7i-^i/) y ai—jv) 




TLC : Rf 0.50 (^DDJfc;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDa,) : 6 7.26-7.12 (m, 2H), 7.02-6.84 (m, 6H), 6.29 (d, J = 
8.7 Hz, IH), 5.20-5.10 (m, IH), 5.11 (s. 2H), 3.00-2.92 (m, 2H), 2.70 (t, J = 7.2 Hz, 
2H), 231 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 63 Hz, 6H)o 

10 

mmz 4 (6 2) 
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TLC : Rf O.SA y'-'f^=^ ' I 

NMR (300 MHz, CDCI3) : 6 7.45-7.28 (m, 5H), 7.12 (d, J = 8.1 Hz, IH), 
6.99-6.86 (m, 5H). 5.89 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.68 (t, J = 
7.5 Hz, 2H), 231 (s, 6H), 2.26 (t, J = 7.2 Hz, 2H), 1.96-1.48 (m, 5H), 0.98 (d, J = 4.8 
5 Hz, 6H)o 

^4^1 3 4 (6 3) 

4_(2-((iR)-i - (^^^i/y-i— f^v) ai5^;v*;wN*^^;v) 

-4- i4-=.huy:r.yf^i/) Z/^J^V^ 




TLC : Rf 0.46 {-^UU^)VA : 10:1) ; 

N MR (300 MHz, CDQa) : S 8.23-8.13 (m, 3H), 7.87 (d. J = 8.1 Hz, IH), 7.82 (d, 
J = 8.1 Hz, IH), 7.59-7.42 (m, 4H), 7.06-6.92 (m, 4H), 6.12 (m, IH), 6.01 (d, J = 8.7 
Hz, IH), 2.88-2.76 (m, 2H), 2.37-2.29 (m, 2H), 2.00-1.88 (m, 2H), 1.79 (d, J = 6.6 
15 Hz, 3H)o 

^mm 3 4 (6 4) 

4-(2-((iR)-i - (:^-7^i/>-i— ^';i/) ;i/) 
_4_ (4-T^^7 3iy^i>') 73i-;v) ::^^5^>m 
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TLC : Rf 0.42 (^nD;^;i/A : ^tJ^y— ;V= 10:1) 



mmm34 (6 5) 

5 4-(2-((iR)-i - i-^y^Xyy-i—fjv) ^5=-;i/5f7;wt^-f 
-4- i4-^^?iy:^)]/7i^—j]/yx.yf^t^) y:t^—;]/) zr^^ym. 




TLC : Rf 0.43 (t5^0D5^;i/A : ^^y'— 1 0 : 1) o 



10 mmm34: (66) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^^;i/7 3iri;p) :r^;w) ici 
;w^^-r;v) -4- (2-5^3ir:;M5^;i/:*-^i') 7 yum^Wi 
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^#13 4 (6 7) 

5 3_ (2- ( {3-^^)V-i- (3, 5-i?^5^;V7 3i-;V) r^JV) * 

;w^^-f;i/) -4- (1, 3-5^:r^i^'r>^r>-4-'r;v) 
7 3^=.)]/) zru^^^M 




T L C : R f 0.55 D n/^;i/A : ^ y'— ;V= 1 0 : 1 ) o 

10 

^^J3 4 (6 8) 

3_ (2- ( (3_p<^;v_l- (3, 5 — ^^5^;V7 3.-;i/) i/f^-;^ * 

;w^^^;v) -4- (2, 4-t^p«^;v^>i^^v^=^^) rn^'^ 
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TLC : Rf 0^5 (^uuMA : ;i/= 10: Do 

mmm3 4 (6 9) 

5 3- (2- ( (3-^^;i/-l- (3, 5-s^j'<5^;i/7 3i-;i/) :f^;v) * 




T L C : R f 0.52 (^^ D 07i%;VA : ^^^f — ;i/= 10: 1 ) o 



10 mm,M3 4 (7 0) 

3- (2- ( (3-p?^;i/-i- (3, 5-s;;»<5=^;i/7a^— ;u) * 
JW^^^JV) -4- (4-^^;i/5^:^^>S?;V:^^^i/) T'Dv^iV 

m 
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^^J3 4(7 1) 

5 3- (2- ( (3-7<5=-;i/- 1- (3, 5-S^^^;i'7a^-;i/) zT^M * 

;w^^-f;i/) -4- (2, 5-$^^^;i/^>i^;v:^=3pi^) 7^:-;^) ra^i 




T L C : R f 0.53 n n : ;>« y'— ;V= 1 0 ; 1 ) o 

10 

^^J34 (72) 

3- (2- ( (3-^^;i/-i- (3, 5-^^5^;i/7 3i-;v) :;^5=-;i/) * 
;w^^-f;v) -4- (2-37;v3i-D-4-b';7;i/:tDp«5=-;^^>i^;v:t=^ 
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COOH 



TLC : Rf 0.50 i^uUTt^Ji/J^ : pt^J^^'— ;V=9 : 1) o 
mxm3 4 (7 3) 

5 3- (2- ( (3-^5=-;i/- 1- (3, 5-i?p«5=-;i'7 3i— * 



TLC : Rf 0.50 (^D03^;i/A : pi^y— ;i/=9 : 1) o 

10 

mMm3 4 (7 4) 

3- (2- ( (3-;<^;V-l- (3, 5 Zf^)\y) itj 
^W-^^-f;!/) -4- (3 -:7;i/:^n- 5 - h U 7;i/::rpp«5^;^'^>5^;^:^^ 




COOH 
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TLC : Rf 0.50 (ii7PD5j^;i'A : ^^y'— ;V'=9 : D <> 

mmm3 4 (7 5) 

3- (2- ( (3-^5=-;v-i- (3, 5-Vj^^JVy:^=-f^) y^JV) 




T L C : R f 0.50 p P7}^;VA . ^ — ;i/= 9 : 1) o 

10 

ggtite^l3 4 (7 6) 

3- (2- ( (3-^5^;v-i- (3, 5-i^p?5=-;v7a.-;v) * 

;WN'^^;w) -4- (3-7;V:tP-4-pig=-;i/-<>i^;^:^=^^^) 7ai-;i/) 
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TLC : Rf 0.50 (i^nD5fc;i/A : pt^J^y— ;V=9 : 1) o 

mmm3 4 (77) 

5 3- (2- ( (3-^5^;v-i- (3, 5—y>^9-JV7=^=.;v) y^)]^) ti 




TLC : Rf 0.60 (^?DD4^;i'A : ;i/= 9 : 1) ; 

10 NMR (300 MHz. CDQ,) : 6 7.19 (m, IH), 7.04-6.89 (m, 7H). 6.82 (m. IH), 6.26 
(d, J = 8.7 Hz, IH), 5.15 (m, IH), 5.07 (s, 2H), 3.78 (s, 3H), 3.00-2.92 (m, 2H), 2.70 
(t, J = 7.4 Hz, 2H), 2.31 (s, 6H), 1.83-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

ig«8^J34 (78) 
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3- (2- ( (3-^5^;V-l- (3, 5-S^pt5^;V7 3i::^;V) -^^M 

m 




5 TLC : Rf 0.60 : p<^^— ;V=9 : 1) ; 

NMR (300 MHz, CDCQ : 6 7.31 (d, J - 8.1 Hz, 2H), 7.20-7.13 (m. 3H), 
6.99-6.88 (m, 5H), 6.22 (d, J = 8.4 Hz, IH), 5.14 (m, IH). 5.00 (s, 2H). 3.00-2.91 (m. 
2H), 2.70 (t. J = 7.5 Hz, 2H), 2.48 (d, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.93-1.52 (m. 
4H). 0.98 (d, J = 63 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.6 Hz. 6H)c 

10 

^^13 4 (7 9) 

3- (2- ( (3-^^;v-i- (3, 5-s?p<^;v7ai-;v) zr^)\^) ti 
;wN'^^;i/) -4- (2, 4, 5- bU^5=-;u'^^'S^^v^=^5/) 7ai-;i/) 
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COOH 



T L C : R f 0.60 i^ti a^i^JVA '. J — ;V= 9:1); 
N M R (300 MHz, CDCI3) : 6 7.18 (d, J = 9.0 Hz, IH), 7.12 (s, IHX 7.02-6.88 (m, 
6H), 6.25 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 4.93 (s, 2H), 3.03-2.90 (m, 2H), 2.70 (t, 
5 J = 7.5 Hz, 2H), 2.30 (s, 6H), 2.29 (s, 3H), 2.23 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, J 
= 63 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

IIM^J3 4 (8 0) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i/7ai^;i/) :/5=-;i/) :Jb 

10 ;w^^-r;i') -4- (3- (4-^ h^2^7aLy=^s^) ^^^^i^M^i/) -7 



TLC : Rf 0.62 (^□D7f:;i/A : ^^y— ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.30 (t, J = 7.9 Hz, IH), 7.16 (d, J = 8.0 Hz, IH), 




COOH 
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7.07 (d, J = 8.0 Hz, IH), 7.02-6.84 (m, IIH), 6.24 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 
4.99 (s, 2H), 3.80 (s. 3H), 3.00-2.89 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 
1.83-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

5 ^#134 (8 1) 

3- (2- ( (3-p«5^;v-i- (3, 5-i>^^)^^y=^=■)^) :^^^^) * 




T L C : R f 0.50 D D5^;VA : iJ' ^ — ;i/= 9 : 1 ) o 

10 

mmm\3A (8 2) 

3- (2- ( (3-p(5-;i/-l- (3, 5— Zf^)^) iJ 

-4- (2, 3, 4-h';p«h^5--<^>s^>'v^^^» 
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mmm3 4 (8 3) 

5 4- (2- ( (IR) - 1- (:^7^^>- 1 —r;!/) :c.^M)W^^-C JV) 

-4- i4—>Tyy:j^y^^t^) z^x.—?]/) y^>m 




TLC : Rf 0.42 i^uu4^Jl/A : ?f.^y—JV= 10: 1) o 

4 - (2 - ( (IR) -1- (i-'P^\y'>-l—()]/) j:^;i/>f7;wt^'r;i/) 
-4- (4-T42^;i/7'^y 7^^^=^$^) 731— ;i/) 
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^^13 4 (8 5) 

5 4-(2-((lR)-l - i±-7^]y>-i--()v) 3i^;i/*;W"?^>f;W 
-4- (4-^5=-;i/:^;i/^-;i/T^>'7a^>'^i') y^—)]/) 



o 




TLC : Rf 0.42 (^auTi^))/A : ;»^ — ;i/= 1 0 : 1) o 



10 mmm3 4 (8 6) 

3- (2- ( (3-pt5^;v-l- (3, 5 ::/5^;v) 
;W?^-f;V) -4- (4-7;i/:?J-n-3-p« h^s/^>:^;v:r=^$^) 7 3^— 
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COOH 



TLC : Rf 0.54 in-^^V-> :mm:i^'^J]/= 1:1); 
7.17 (m, IH), 7.10-7.00 (m, 2H), 6.95-6.90 (m. 6H), 630 (btd, J = 8.4 Hz, IH), 5.14 
(m, IH), 4.96 (s, 2H), 3.89 (s, 3H), 2.98-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 
6H), 1.82-1.50 (m. 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H)o 

mmma 4(8?) 

3- (2- ( (3-;>t^;i/- 1- (3, 5-i;^5=-;i/7 3i^;i/) :^^;i/) 
;WC^-1';i/) -4- (4-^ h^r5/:^7^V>- 1 7 
31— ;i/) yu/^>m 



TLC : Rf 0.54 (n-^^-9-> : S^^a^5^;i/= 1:1); 

NMR (300 MHz. CDCI3) : <S 8.33 (m, IH), 7.96 (m, IH), 7.58-7.44 (m, 4H), 7.20 

(d, J = 8.4 Hz, IH), 7.06-6.89 (m, 4H), 6.77 (d, J = 7.8 Hz, IH), 6.26 (brd, J = 8.4 Hz, 




COOH 
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IH), 5.36 (s, 2H), 5.14 (m, IH), 4.01 (s, 3H), 3.00-2.95 (m, 2H), 2.73-2.69 (m, 2H), 
2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.96 (d, J = 63 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H)o 

^^34 (88) 

5 3- (2- ( (3-pi5^;V-l- (3, 5-S^p?5^;i/7 3r::::;i/) rzF-)V) iJ 

;i'M^>f;i/) -4- (2-p« h=^r$^-3, 5-5^ (t-:/^;i/) 

^COOH 




TLC;Rf 0.55 (n— ^^"b-V : M^5^;i/= 1 : D ; 
10 N M R (300 MHz, CDC^) : 6 7.36 (d, J = 2.4 Hz, IH), 7.31 (d, J = 2.4 Hz, IH), 
7.20 (m, IH), 7.01-7.00 (m, 2H), 6.95 (brs, 2H), 6.90 (brs. IH), 6.24 (d, J = 8.7 Hz, 
IH), 5.15 (m, IH), 5.03 (s, 2H), 3.79 (s, 3H), 3.00-2.95 (m, 2H), 2.71 (m, 2H), 2.31 
(s, 6H), 1.82-136 (m, 3H), 1.41 (s, 9H), 1.30 (s, 9H), 0.98 (d, J = 63 Hz, 3H), 0.97 
(d,J = 6.3Hz,3H)o 

15 

^^13 4 (8 9) 

3- (2- ( - (3, 5-i^^5^;P7 3ir: ;i/) ^5^)1/) * 

;WN*^-r;V) -4- (4-73iy=¥$/^>5^;V:^=^r$/) ^m:::;!/) rn7l> 
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TLC:Rf 0.54 iii.-^^V-> :mM=^^J^/=l : 1) ; 
738-732 (m, 4H), 7.19-6.90 (m, IIH), 6.27 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 4.99 
(s, 2H), 2.99-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 6H), 1.81-1.53 (m, 3H), 0.98 
5 (d, J = 63 Hz, 3H), 0.97 (d, J =6.3 H2i3H)o 

mmm34 oo) 

4- (2- ((IR) -1- i±y^u>- 3ig^;v>f7;W"?^-r;i/) 
-4- (4-T-fe^>>i/7 3i>'^$/) 7 31— r/^j^v^ 



10 




TLC : Rf 0.48 D D5fc;i/A : ;i/= 1 0 : 1) o 

m&ms 4(9 1) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-;^^^;v7ji^;u) >t7 
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COOH 



o 



TLC : Rf 0.47 (^OP7t^;VA : ^^>'— ;V=1 0 : 1) o 



^^13 4 (9 2) 

3- (2- ( (3-^5-;v-i- (3, 5-s?^5^;w7:n->'W * 



TLC : Rf 0.54 (n-^^1^> : 9^^^^''^= 1 • 1> 5 
NMR (300 MHz, CDCg : 6 7.40 (m, IH), 7.24-7.11 (m, 3H), 6.94-6.89 (m, 5H), 
6.29 (d. J = 9.0 Hz. IH), 5.15 (m. IH), 5.00 (s, 2H). 2.98-2.93 (m. 2H). 2.72-2.67 (m, 
2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm 34 (93) 




COOH 



CI 
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3- (2- ( (3-^5^;V-l- (3, 5-S^;>f^;i/7i— ^Tf-yV) * 




5 TLC : Rf 0^4 (n-^^tf> : B^^ai5=-;i/= 1 : 1) ; 

NMR (300 MHz, CDCaj) : 6 lJS\-13S(ja, 5H), 7.18 (m, IH), 7.09 (brs, 2H), 
6.98-6.90 (m, 5H), 6.25 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 4.92 (s, 2H), 4.81 (s, 2H), 
3.00-2.95 (m, 2H), 2.76-2.70 (m, 2HX 2.32 (s, 6H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 
0.98 (d, J = 63 Hz, 6H)o 

.0 

^^J3 4 (9 4) 

4- (2 - ((IR) -1- {.iry^v\y-l — f;i/) ai^;i/:^7;w^^-f 
-4- (2, 3, 4, 5, Q-^^^^y zilJ ^^^) P^t^' 



15 
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T L C : R f 0.47 p D5}^;VA : ^ ^ 



— ;v= 1 0 : 1) o 



3- (2- ( (3-^5^;v-l- (3, 5-s^p«5^;w:7=-;v) 



T L C : R f 0.54 {n—^^iry : mm^^^^= 1:1); 
N MR (300 imz, CDCO : 6 7.15 (m, IH), 6.94-6.87 (m, 8H), 6.24 (d, J = 8.7 Hz, 
10 IH), 5.14 (m, IH), 4.91 (s, 2H), 4.26 (s. 4H), 2.98-2.91 (m, 2H), 2.71-2.66 (m, 2H), 
2.30 (s, 6H), 1.80-1.56 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

mmmsA (9 6) 

3- (2- ( (3-^5^;i/-l- (3, 5-$^^^;i'7 3.:n;v) 
15 ;v>'N-^>f;w) -4- (2, 4, 6-hU7;i':rP-^>^^>'^:^^^» 7:.-;!/) 



5 ^WN'^^r;!/) -4- (-<>^^ [e] 1, 4 
:^-=3p2/) 7 31— ;V) 7*P>''^>^ 




COOH 
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TLC : Rf 0.56 (4^nD7^;i/A : ptiS?^'— ;i/= 10:1) ; 
N M R (300 MHz, CDOj) : 6 7.20 (d, J = 8.4 Hz, IH), 7.00-6.95 (m, 4H), 6.91 (brs, 
IH), 6.74-6.68 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5.15 (m, IH), 5.04 (s, 2H), 2.99- 
5 2.94 (m, 2H), 2.73-2.68 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

I^^J3 4 (9 7) 

3- (2- ( (3-;»<^;V-l- (3, 5 ;v) ^^^^^V) :!b 
10 ;w^^-r;i/) -4- (2-<^nD-4, 5 -i^7;i/;jhD^>s^;i/3j-^5^) :7 
31— ;i/) T'D^'^v^ 




TL C : Rf 0.56 (^^^^7i^;l/A : ^^y— ;i/= 10:1) ; 

N MR (300 MHz, CDCQ : (5 7.39 (dd, J = 10.8, 8.7 Hz, IH), 7.28-7.18 (m, 2H), 
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6.95-6.91 (m, 5H), 6.33 (brd, J = 8.7 Hz. IH). 5.15 (m. IH). 5.06 (s, 2H). 2.99-2.94 
(n, 2H). 2.93-2.68 (m, 2H). 2.31 (s, 6H), 1.85-1.54 (m. 3H), 0.98 (d, J = 6.3 Hz. 6H)o 



gSM fgil3 4 (9 8) 

5 3- (2 - ( (3-^^;v-i- (3, 5-s;^^;v7n:^;i/) * 

.COOH 




TLC : Rf 0.56 (^'PP5^;VA : ;^^^~'^^= 10:1) ; 
10 NMR (300 MHz. CDCU: (5 7.61 (m, IH). 7.30-7.25 (n, 2H), 7.18 (d, J = 8.7 Hz, 
IH), 6.95-6.89 (m. 5H), 635 (d, J = 8.7 Hz. IH), 5.15 (m. IH). 5.08 (s, 2H). 2.98- 
2.93 (m, 2H), 2.72-2.67 (m. 2H), 2.31 (s. 6H). 1.83-1.55 (m. 3H), 0.98 (d, J = 6.3 Hz. 
6H)o 



15 ^msA (9 9) 

3- (2- ( (3-p^9=-;v-i- (3, 5-e;^^;v7:c^;i.) :/^;v) * 

;W^^^;V) -4- (2-^PD-5-bU7;V;rDP^^;V^>^^^^^=^^» 
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TLC : Rf 0.56 i^UU^JVA : A^^—?]^- 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.85 (brs, IH), 7.54-7.53 (m, 2H), 7.21 (m, IH). 
7.00-6.91 (m, 5H), 6.36 (brd, J = 7.8 Hz, IH), 5.16 (m, IH), 5.15 (s, 2H), 3.00-2.94 
5 (m, 2H), 2.74-2.68 (m, 2H), 2.31 (s, 6H), 1.84-1.56 (m, 3H), 0.98 (d, J = 63 Hz, 6H) o 

giaigy3 4 (1 0 0) 

3- (2- ( (3-^^;i/-i- (3, 5-i?^^;i/7 3i— ;v) :r5^;i/) A 

;wt^-r;i/) -4- (2, 5-i^aih^2^^>S^>»l/:t=¥-2^) 7 3i-;i/) y^n 

10 j^>m 




TLC : Rf 0.55 (n — : B^^ai5^;i/= 1 : 2) » 
^^13 4 (10 1) 
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3- (2- ( (3-^f-;i/-i- (3, 5-e^p«^;v7 3iri;v) * 




5 T L C : Rf 0^5 (n-^=3e^^-> : S^^3i5^;i^= 1 : 2) o 
gg^.<9il3 4 (1 0 2) 

3- (2- ( (3-^5=-;v-i- (3, 5-$^p«5=-;i/7 3i^;w) zr^)v) * 
;WN'^^;i/) -4- (3-3il>^^>-^>$^>:r^i^) t^p^v^^ 




TLC : Rf 0.53 (n— :mm:^'^)^= 1 : 2) o 



mmm^^ (10 3) 

3- (2- ( (3-p^^;i/-l- (3, 5-i^^^;V7niri;i/) zr^?V) * 

798 
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TLC : Rf 0.55 (n-^=3p-y-> : Wm:i^^JV- 1 : 2) o 
mmm3 4 flQ4'> 

3- (2- ( (3-^5^;i/-l- (3, 5-i;^^;i.:7az-;i/) 

JW^^-iJl) -4- (2, 3, 4, 5, 6— ^>i5/:7;i/;^D^>5^;i.:r=^5^) 
7 7D/1>^ 




TLC : Rf 0.58 iTi-^=3f-V'> : mm:^^JV= 1 : 2) 



^^J3 4 (1 0 

3- (2- ( (3, 5-i^^5^;i/7 3i:n;i.) ^i, 
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;w^^^;i/) -4- (2, {hV7)V:^u^^)V) 




TLC : Rf 0.55 (n-^#-t^> : S^^a^5=-;i/= 1 : 2) o 
^^3 4 (1 06) 

3_ (2- ( (3-^5^;i/-i- (3, 5-s^p<^;i/37 3:-;v) * 
;w^^>f;i/) - 4- (2-^^;i/-5-7;v;rn^>i?;v:r=^$^) 731— ;v) 




TLC :Rf 0.55 (n-^^^-b-V : B^^^^;V= 1 : 2) o 
^m^giJ3 4 (1 0 7) 

3_ (2- ( (3-p«5^;i/- 1- (3, 5-i;p«5^;i/7ai-;i/) :r5^;i/) * 
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T L C : R f 0.60 (n-'x4^1^-> : B^^ai5^;i/= 1 : 2) o 

3- (2- ( (3-^5^;v-i- (3, 5-S^^5=-;V7i-;i/) y^jv) 
;wt^-f;^) -4- (4' - h U:7;i/;^-D^5^;v- 1, l' 2 




T L C : R f 0.55 (n— : iP^^5^;i/= 1 : 2 ) o 
^^03 4 (1 0 9) 
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3- (2- ( (3-pi5^;V-l- (3, 5-S^p«5^;i/7a^^;i/) * 

;wt^-<;i/) -4- (2-7 31— ;i/3ih=5ps^) 7 3::=^;i/) rrn/iy^ 

^COOH 



TLC : Rf 0.71 (^j7nD3^;i/A : ;i/= 10:1) ; 

5 N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H) 1.71 (m, 3H) 2.30 (s, 6H) 
2.68 (m, 2H) 2.94 (m, 2H) 3.08 (t, J = 7.14 Hz, 2H) 4.16 (t, J = 7.14 Hz, 2H) 5.13 (m, 
IH) 6.26 (d, J = 7.97 Hz, IH) 6.90 (m, 5H) 7,15 (m, J = 8.79 Hz, IH) 7.29 (m, 5H)o 

^^J3 4 (110) 
10 3- (2- ( (3-^5^;i/-l- (3, 5-S^pi5^;i/7i-;i/) >^5=-;i/) :^ 

;wt^-r;i/) -4- (3-7a:^;i/rDjj^:^$^) :7 3in;v) rnyiv^ 

^COOH 





TLC : Rf 0.69 (iJ? D D7jx;i/A : ;V= 1 0 : 1) o 
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mmi3 4 (111) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-S^j>«^;i/7at-;i/) zT^fU) itj 

;w^^>r;i/) -4- (2- (5-;>«5^;i/-2-73i— ;l/:^d|^•t^^/— ;i/-4- 
-r;i/) 3ihdp$/) yuM^m 



5 




T L C : R f 0.63 (e^ n n7j^;i/A : i^ y — ;V= 1 0 : 1 ) o 
liai^J3 4 (112) 

3- (2- ( (3-;>«^;i/- 1- (3, 5-$^;>«^;i/7 3i-;iy) 
10 ;wt^-f;i/) -4- (2-^5=-;i/-3-^i'nD^>s;;i/::^-:^^') :7 3i-;i/) 




TLC : Rf 0.69 i^UU^JVA : ^^y'— ;i/= 10: 1) » 
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V 



mkm3 4 (113) 

3- (2- ( i3->^^)V-i- (3, 5-$^p(5^;i':7:n^;i/) * 




TLC : Rf 0^6 (^00>J^;i/A : ^^y— ;i/= 1 0 : 1) o 
^#13 4 (114) 

3- (2- ( (3-^5^;v-i- (3, 5-$^^5^;v7az^;^) 
10 ;w^^>f;v) -4- (2, 4-if;^ u:7;v:^d^5^;i/) 
7 3^— ;v) ^n^"^>M 




T L C : R f 0.64 D n:?J^;i/A : — ;V= 1 0 : 1 ) o 
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m^m 3 4 (115) 

3- (2- ( (S-pt^^-;!/- 1- (3, 5-P;>i^;VZ7aL—JV) % 

^COOH 



5 TLC : Rf 0.58 (i'DD3r%;i/A : ^jiiJ'^— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.40 (dd, J = 7.8, 1,8 Hz, IH), 7.27 (m, IH), 7.17 (m, 
IH), 7.03-6.84 (m, 7H), 6.22 (d, J = 8.1 Hz, IH), 5.14 (m, IH), 5.10 (s, 2H), 4.06 (q, 
J = 6.9 Hz, 2H), 3.02-2.89 (m, 2H), 2.70 (t. J = 7.5 Hz, 2H), 231 (s, 6H), 1.83-1.51 
(m, 3H), 1.40 (t, J s 6.9 Hz, 3H), 0.98 (d, J » 6.3 Hz, 6H)o 

10 

^^J3 4 (116) 

3- (2- ( (3-p<5=-;V'- 1- (3, 5-i?^5^;i/:7 3i^;p) :;^^;i/) :^ 
;w^^'r;i') -4- (4-p<^;i'X;i/:tJ— ;i'^>s^;i';r^$^) ;i/) :7* 
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V 




TLC : Rf 0.53 (^DD7t^;i/A : ;i/= 1 0 : 1) o 

^^J3 4 (117) 

5 3- (2- ( (3-p<5^;i/-l- (3, 5-i^p«^;i/7ai— 

;w^^-f;i/) -4- (2, 3, 5, 6— 7^hv7;v:rD^>$^;i/;^^^) y 




T L C : R f 0.47 n D 7i>;VA : p« ^ ^ — ;i/= 1 0 : 1 ) » 

10 

mmmz 4 (i i 8) 

3- (2- ( (3-^^;i/-i- (3, 5-y^5^;i/7ai~;v) :!b 
;wt^'r;v) -4- (2-t5'an-3, Q-i^y)\/:^xi^>''J)\/>ir^t^) y 
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COOH 




TLC : Rf 0.47 (^DD7}x;i/A : ^^y— ;p= 1 0 : 1) ; 
N M R (300 Nfflz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H) 1.70 (m, 3H) 2.31 (s, 6H) 
2.72 (t, J = 7.14 Hz, 2H) 2.97 (m, 2H) 5.16 (m, IH) 5.16 (s, 2H) 6.27 (d, J = 8.52 Hz, 
IH) 7.00 (m, 6H) 7.18 (m, 2H)o 
13 4 (119) 



3- (2- ( (3-^5^;P-l- (3, 5-i?^^jV7:r,-;i,) y^^v) i3 




T L C : R f 0.56 ii7UU Jjx;i/A \ ^9 ^ — ;i/= 10:1) ; 
NMR (300 MHz, CDCa,) : 6 n3lhn3Q (m, 2H), 7.20-7.15 (m, 3H). 6.97-6.90 (m, 
5H). 6.22 (d, J = 8.7 Hz, IH), 5.14 (m, IH). 4.99 (s, 2H), 2.98-2.93 (m, 2H), 2.71- 
2.66 (m, 2H), 2.63-2.58 (m, 2H), 2.30 (s, 6H), 1.80-1.56 (m, 5H), 1.37-1.28 (m, 6H), 
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0.98 (d, J = 6.3 Hz. 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.90^.86 (m, 3H)o 



.^4 (12 0) 



3- (2- ( (3-p^^;v-i- (3, 5-i?^5^;v7:.^;v) * 
^^^^ 



COOH 




TLC : Rf 0.56 (^nn7i^;VA : ^^5^^— ;V'= 10:1) ; 
N MR (300 MHz. CDO,) : 5 7.17 (m, IH). 6.97-6.85 (m, 8H). 6.25 (d, J = 9.0 Hz. 
10 IH), 5.14 (n, IH). 4.94 (s, 2H), 4.09 (q. J = 6.9 Hz. 4H), 2.99-2.93 (m, 2H), 2.72- 
2.68 (m. 2H), 231 (s. 6H). 1.82-1.55 (m, 3H), 1.45 (t. J = 6.9 Hz. 3H). 1.44 (t. J = 
6.9 Hz, 3H)o 



15 



^^ff!'^^ f 12 1) 

3- (2- ( (3-p^^;v-i- (3, 5-i^^5=-;v7:n^;v) :r^;v) * 
;w^^^;v) -4- (3-bU7;v:*-D^^;v^:t-^>^^;v:^^^» 



;v) :rD 
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T L C : R f 0.53 UU^J]/A : J — ;i/= 1 0 : 1 ) o 

^^6^034 (1 22) 
5 3- (2- ( (3-^^;i/-l- (3, 5-s^^5^;v7iJ^;v) 

;wt^^;i/) -4- (6-i^Dn-2 — 7;i/:^D-3-p<^;v^>i?;v;:^-^r 




TLC : Rf 0.53 (^^nD7l^;VA : ^^y— ;V= 10:1) ; 
10 N M R (300 MHz, CDCQ '. 6 0.98 (d, J = 5.77 Hz, 6H) 1.68 (m, 3H) 2.27 (s, 3H) 
2.30 (s, 6H) 2.71 (t, J = 7.50 Hz, 2H) 2.98 (m, 2H) 5.15 ( s, 2H) 5.16 (m, IH) 6.25 (d, 
J = 8.24 H35, IH) 6.99 (m, 5H) 7.17 (m, 3H) o 

4 (12 3) 
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V 



3- (2- ( (3->«5^;i/- 1- (3, 5-i^M'^)]/y:^-)V) y^jv) 
;w^^-f;v) -4- (4- h U7;v;rD^5^;i/5=-:t'^>e^;v;^=^i^) 




5 TLC ; Rf 0.53 UUit^)]/Ix : ;U= 1 0 : 1) o' 

^^J3 4 (1 2 4) 

3- (2- ( (3 1- (3, 5-S^^^;V:7 3ir:;i/) 
;w<c^-y;1') -4- (2 -^nn- 6 -7;i/;^D-3 




TLC : Rf 0.52 (^?nD;^;i/A : ^^y-;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 5.49 Hz, 6H) 1,69 (m, 3H) 2.27 (d, J = 

2.20 Hz, 3H) 2.31 (s, 6H) 2.72 (t, J = 7.42 Hz, 2H) 2.98 (m, 2H) 5.14 (m, IH) 5.15 (s, 

810 
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2H) 6^ (d, J = 8^2 Hz, IH) 7.00 (m, 5H) 7.17 (m, 3H)o 

mmm3 4 (125) 

3- (2- ( (3-^5^;V-l- (3, 5-S^p«5^;i/7 3in;v) 
5 ;w^^-f;i/) -4 - (2- (4-^nD7ai^;i/^:r) ^>$^;P:r=5p^) 7 




TLC : Rf 0.53 (^DD7j^;i/A : pt^J'^'— ;p= 10:1) ; 
N M R (300 MHz, CDCI3) : <5" 0.99 (d, J = 6.60 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
10 2.70 (t, J = 7.50 Hz, 2H) 2.95 (m, 2H) 5.13 (m, 2H) 5.14 (s, IH) 6.23 (d, J = 8.52 Hz, 
IH) 6.90 (m, 5H) 7.13 (m, 3H) 7.22 (m, 2H) 7.35 (m, 3H) 7.56 (d, J = 7.69 Hz, IH) o 

iiai^3 4 (1 2 6) 

4 - (2 - ( (IR) -1- v>- 1 --^';i/) a^^;i^:fy)W^^^ jv) 

15 -4- (4-:*;w^^-f ;i/) y'$'>m 
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5 4- (2 - ( (IR) -1- (:^:7^v>'-l->f^v) 

_4_ (4_N-pt5^;v:ij;w^^^;v73.^:3p.» 7ai-;v) >^<5'vm 




TLC : Rf 0.26 (^Cin4^;VA : pti5^^-;V=10 : 1) o 
10 (12 8) 

4- (2- ((iR) -1- a.^;vA;w^•^^;v) 
-4- (4-N, N-$^^^>'V*;w^^-f;v7n.y^i/) 
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TLC : Rf 0.28 : y—;i/= 10: 1) o 

mmms 4 (12 9) 
5 3- (2- ( (3-p<5^;v-i- (3, 5-^^5^;i/7^^;i/) ti 
;wt^'<;i/) -4- (4-^>^;u^>s^;i/3j-dp$^) yx.—}v) zru^^^m 

^COOH 




T L C : R f 0.70 D D5^;i/A : ^ ^ — ;i/= 9 : 1) o 
10 liaS^J 3 4 (1 3 0) 

3- (2- ( (3-^5^;i/-i- (3, s-s^^^^;!/^^;^;!/) :r5=-;i') * 
^Wt^-f^V) -4- (3- (4-;<^;i'7 3iy ^r5^) ^Vi^;!/:^^^^) 7^1 



813 
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COOH 




TLC:Rf 0.75 (^nP^;vA:;^a'^->'l^-9 : 1) 



COOH 




10 



TLC:Rf 0.70 C<!7DP^;VA:^^^-'>1'-9 
|34(1_3J1_ 
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TLC : Rf 0.60 ii7UU:^JVlx : :A^J^)]/=9 : 1) o 

mmma 4 (133) 

3- (2- ( (3-^5^;V-l- (3, 5-5^^5=-;i/:7:ii-;i/) * 




TLC : Rf 0.73 (,^UU:^J]/lx : j?« 4^ y — ;V= 9. : 1) o 

mmms 4 (134) 

3- (2- ( (3-^5^;i/-l- (3, 5 

^w^^-f^i/) -4- (4-^DD — 3- h «j7^i/a}-D^^;v^>s^;u;i-^$^) 
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COOH 



"XT' 



Ci 




TLC:Rf 0.74 (^70D4-x;VA:^^^->'^-9 



q L (13 5) 



10 



COOH 




TLC:Rf 0.69 (^DD*:;i/A:>i^^->'l'-9 • 



3_ (2- ( (3-^f-;v-i- (3, 5 
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TLC : Rf 0.77 (^DD7^;i/A : ^^y—jv=9 : 1) o 

mm{^34 (137) 
5 3- (2- ( (3-^^;i/-l- (3, 5-S^^^;V7ai-;i/) y^jv) ± 
;W^^-f;i/) -4- (4- (tf«JS^>-2— f;i/) ^^^ri 




TLC : Rf 0.56 (^nD:?fc;i/A : ^^y— ;!/= 1 0:1) ; 
10 N M R (300 MHz, CDCI3) : ^ 8.70 (m. IH), 7.98-7.96 (m. 2H), 7.81-7.70 (m, 2H), 
7.49 (d, J = 8.4 Hz, 2H), 7.25 (m, IH^ 7.16 (d, J = 8.7 Hz; IH), 6.99-6.89 (m, 5H), 
6.41 (d, J = 8.4 Hz, IH). 5.14 (m, IH), 5.10 (s, 2H), 2.96-2.93 (m. 2H), 2.72-2.67 (m, 
2H), 2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 63 Hz, 
3H)o 



817 
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mmms 4 (i 3 8) 

3_ (2- ( (3-^^;v-l- (3, 5-$^^5^;v:7ic-;i/) 
;w^^'f;i/) -4- (3- (4-t-:r^;i/7 3i>'^^) 
5 7ai— ;v) 7*n>'i>^ 




TLC : Rf 0.56 (^nnjf:;VA : ^^J'y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.36-7.26 (m, 3H), 7.18-7.07 (m, 3H), 6.95-6.90 (m, 
8H). 6.24 (brd, J = 8.3 Hz. IH), 5.14 (m, IH), 5.00 (s, 2H), 2.99-2.93 (m, 2H), 2.72- 
10 2.67 (m, 2H), 230 (s. 6H). 1.82-1.55 (m, 3H), 1.32 (s, 9H), 0.98 (d, J = 6.3 Hz, 6H)o 

3 4 (1 3 9) 

3- (2- ( (3-^5=-;!/- 1- (3, 5-s;^5=-;v7 3i-;v) :75^;i/) 
;w^^-<;v) -4- (4-J^^;V5^:4-^>i^;i^^=^^) 7 3^-;i/) T-D^-^V 
15 m 



818 
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TLC : Rf 0.56 (^unn<;i^A : ^iJ^y— ;i/= 10:1) ; 
N MR (300 MHz, CDCI3) : 6 7.32 (s, 3H), 7.18-7.15 (m. 2HX 6.95-6.90 (m, 5H), 
6.25 (brd, J = 8.4 Hz, IH), 5.14 (m, IH). 4.99 (s, 2H), 2.99-2.92 (m, 4H), 2.72-2.67 
5 (m, 2H), 231 (s, 6H), 1.82-1.56 (m, 3H), 1.32 (I, J = 7.2 Hz, 3H), 0.98 (t, J = 63 Hz, 
6H)o 

^^J3 4 (1 4 0^ 

3- (2- ( 1- (3, 5-i^^^;i/7 3i-;i/) A 

10 -4- (4- (4-'Pjl^:tu^>i^jl/:t=^i^) ^>S^;i/:^-^S^) 

7*D.'i>^ 




TLC : Rf 0.56 (^DD^J%;|/A : ^tJ'^'— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.42-7.38 (m, 2H), 7.35-732 (m, 2H). 7.16 (m, IH), 
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7.10-7.04 (m. 2H). 6.98-6.90 (m, 7H), 6.25 (d, J = 8.5 Hz, IH), 5.14 (m, IH), 5.03 (s, 
2H), 4.96 (s, 2H), 2.98-2.93 (m. 2H), 2.72-2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m. 
3H), 0.98 (d, J » 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz. 3H)o 

5 ^^^i:^ 4 (14 1) 

4- (2- ( (3-^5^;^-l- (3, 5-i^^^;V7x-;i/) 




TLC : Rf 0.59 (^pn7}^;VA : ^^J'y— ;W=9 : D J 
10 NMR (300 MHz, CDCU : 6 7.38-7.30 (m, 2H), 7.17 (d, J = 8.4 Hz, IH), 7.12 (t. 
J = 7.4 Hz, IH), 7.02-6.88 (m, 7H), 5.91 (d. J = 8.7 Hz, IH), 5.12 (m, IH), 2.73 (t, J 
= 7.7 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H). 2.29 (s, 6H), 1.97-1.49 (m, 5H), 0.97 (d, J = 
6.6 Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

15 gafe<gll3 4 (14 2) 

4- (2- ( (IR) -1- (:^7<5'V>-1— f;v) 3i5^;V:*3JWN-^^ ;i/) 

_4_ (2-S/Ty'7 3^/'^^') 7 3^-;V) 
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r^^COOH 




T L C : R f 0.48 {i^ U OtJ^JI/A : ^ ^ y'— ;i/= 10: 1 ) o 

^^J3 4 (14 3) 
5 3- (2- ( (3-^5^;i/-l- (3, 5 •:r^)],) 
;W\-^-r;i') -4- (3- (3- h U:7;i/;rp^^;i/7iy:^$/) ^^S^;!/ 




TLC : Rf 0.70 : ^^y— ;i/=9 : 1) o 

10 

3 4 (14 4) 

3- (2- ( (3-^^;v-i- (3, 5-s^^^;i/7 3i^;i/) 
;w^^-i';i/) -4- (3-^DD-2->';i/;rD-5- h U7;i/:ro^^;i/ 
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u 




134 (145) 



3- (2- ( (3-^^;i/-i- (3, 5-s^^^;v7a.-;v) * 
;wN-^^;v) -4- (2, 3-i?p«^;v-<>5^;v:r^^') t-d^i 



>8 



COOH 




10 



TLC:Rf 0.66 (^DPJi^;i/A : ^^/'->'V= 9 D « 



3 4 (14 6) 



3- (2- ( (3-^5=-;v-i- (3, 5-s^^^;v7:3.-;v) y5^;v) * 
;wn-^'Y;v) -4- (2, 3-i;7;v;rD-4-pc^;w-^>^^^^^^5/) 7 
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TLC : Rf 0.36 mih^^V> : ;i/=9 : 1) o 

^itegiJ34 (147) 
5 3- (2- ( (3, 5-^;><5^;i/7 3in;i/) zT^)}^) -fy 




TLC : Rf 0.33 mi^^^\y> : ^^>^-;^=9 : 1) o 

10 

3- (2- ( (3-^5=-;b-l- (3, 5-i^.?<5^;V7 3i— * 
;w^^-f;i/) -4- (3-:5^nn-2, 6 -S'7;ix;^-D^>S^;i/::r=^$^) 7 
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TLC : Rf 0.33 (i^-fti^^^V : ^^J'^' -^1^=9 : 1) I 
N MR (300 MHz, CDCI3) ; d 0.98 (d, J = 6.04 Hz, 6H) 1.69 (m, 3H) 2.30 (s, 6H) 
2.69 (t, J = 7.14 Hz, 2H) 2.96 (m, 2H) 5.15 (m, 3H) 6.29 (d, J = 8.52 Hz, IH) 6.94 (m, 
5 6H) 7.20 (d, J = 8.79 Hz, IH) 7.41 (m, 1H)<, 

W^^l 3 4 (1 4 9) 

3- (2- ( (3-p<5^;i/-l- (3, 5-i^^5^;i/:7 3i^;i/) * 
;W^^-f - 4 - ( 3 , 4 , 5 - b y y)V:tti^>i^))y:t^-» 7 
10 :rP/'i>^ 




TLC : Rf 0.35 (J^^b^^l/> : ;^^5'y'-;V=9 : 1) o 

mmm3 4 (i 5 0) 
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3- (2- ( (3-^5^;i/-l- (3, 5-$^^^;i/7 3i^;v) 




5 TLC : Rf 0.35 (J^b;>t^W> : ;i/=9 ; 1) o 

g|fiS#J3 4 (15 1) 

3- (2- ( (3 1 - (3, 5-s^^^;i/7^^;i/) :7'5=-;v) 
^W^^'T;!/) -4— (3- (.4-^nP7ji>'^$^) 71 
10 —/\/) z^uni^W. 




TLC : Rf 0.35 (mhj<'f-U> : yi^^—;i=9 : 1) » 

^jfe^JS 4 (15 2) 
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3_ (2- ( (3-p«^;i/-i- (3, 5-2^p<f=-;v7 3i-;i/) * 




5 T L C : R f 0.56 (^^ P 03}s;VA '. J — ;V= 9 : 1) o 



3 4 (1 5 3) 

3- (2- ( (3-p<^;v-i- (3, 5->:^p«g^;v7:.i^;v) * 
10 Wl 




TLC : Rf 0.53 (^PD7^;VA : ;V=9 : 1) o 
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mmm3 4 (154) 

3- (2 - ( (3-^5^;i/-i- (3, 5-v>(.^jvy3^-;i^) zr^}\/) pi? 

-4 - (5-^dd-2-^ h^s^^>i^;i/;r=^i/) :?s.—)Vi 



5 




TLC : Rf 0.51 (^DD3^;i/A : jj?^^'— ;i/=9 : 1) ; 
NMR (300 MHz, CDCO : 6 0.98 (d, J = 632 Hz, 6H) 1.68 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 2.97 (m, 2H) 3.82 (s, 3H) 5.03 (s, 2H) 5.15 (m, IH) 6.28 (d, J = 8.24 
Hz, IH) 6.82 (d, J = 8.79 Hz, IH) 6.95 (m, 5H) 7.18 (d, J = 8.24 Hz, IH) 7.23 (d, J = 
10 2.75 Hz, IH) 7.42 (d, J = 2.47 Hz, lH)o 

3 4 (1 5 5) 

3- (2- ( (3-^5^;i/-l- (3, 5 -S^p<^;i/:7ai 

;WN'^-f;i') -4- (3-$^p<5^;i/:r^y^>ip;i/:r^^) >>!/) yu 
15 71 >® 
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T L C : R f 0.44 D D7^;i/A : p< ^ y--;i'= 9 : Do 

mmm3 4 (1 5 6) 
5 3_ (2- ( (3-p{5^;v-i- (3, 5-5^^^;i/7x-;v) -ij 




T L C : R f 0.44 D Dt^^VA \ J — ;i/= 9 : 1 ) o 

10 

ggiMRij^iJ 3 4 (1 5 7) 

4_ (2 - ( (iR) -1- i-'f;!/) j:5=-;i/*;wt^-f ;i/) 

-4- (2-^hD7i>':3[^S/) 7 3i:z;v) y^-^W. 
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TL C : Rf 0.52 (:j7nD^;i/A : ^^y— ;i/= l O ; 1) ; 

NMR (300MHz,CDCl3) : <5 178 (d, J = 6.32 Hz, 3H), 1.93 (m. 2H), 2.30 (m, 
2H), 2.78 (m, 2H), 6.10 (m, 2H), 6.96 (m, 3H), 7.21 (m, 2H), 7.49 (m, 5H), 7.81 (d, J 
= 7.97 Hz, IH), 7.87 (dd, J =7.20, 1.80 Hz, IH), 7.93 (dd, J = 8.10, 1.51 Hz, IH), 
8.20(d,J = 7.97Hz,lH)o 

^^J3 4 (1 5 8^ 

4- (2- ( (IR) -1- a:5^;i/^;w^^^;v) 
-4- (2-7^^^ 7 31^:^$/) 

r'^cooH 



T L C : R f 0.46 i^an^jVA : s^^yf — ;i/= 10:1) ; 

NMR (300 MHz, CDQa) : 6 1,77 (d, J = 6.04 Hz, 3H). 1.91 (m. 2H), 2.27 (m, 
2H), 2.75 (m. 2H), 6.09 (m, 2H), 6.68 (m, IH), 6.81 (m. 3H), 6.96 (m, 2H), 7.11 (d, J 
= 8.52 Hz, IH), 7.50 (m, 4H), 7.81 (d. J = 7.97 Hz. IH), 7.87 (m. IH), 8.19 (d, J = 
7.69Hz,lH)o 
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mmm\3 4 (15 9) 

4_ (2- ( (IR) -1- (:}-7^'l/>- 1 --f;!/) ^^>'V*>'W1^^;i/) 

-4- (2-TH2^;vT^>'7 3iy#$/) 



T L C : R f 0.40 n D : p« ^ —;i/= 10:1) ; 
NMR(300MHz,DMSO-d,) : d 1.55 (d, J = 6.87 Hz, 3H), 1.70 (m, 2H), 1.99 (s, 
3H), 2.09 (m, 2H), 2.62 (m, 2H). 5.87 (m, IH), 6.91 (m, 3H), 7.10 (m, 2H), 7.21 (d, J 
= 8.24 Hz, IH), 7.52 (m, 4H), 7.8 2 (d, J = 7-97 Hz, IH), 7.93 (m, 2H), 8.20 (d, J = 
10 8.24 Hz, IH), 8.94 (d, J = 7.97 Hz, IH), 9.44 (s, IH), 12.01 (s, lH)o 

mmm\3 4 (16 0) 

4- (2 - ( (iR) -1- (±7i5'i/>-i-'f;v) ji5^;v:&;w?^w ;v) 
-4- (2-^^;v;^;w'^-;i':?'^^7^^^^» ■7^->'^) :^^>^ 
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TLC : Rf 0.41 (^7VU:^ji^A : p«^y~;i/= 10:1) ; 
N M R (300 MHz, CDCQ : 6 1.78 (d, J = 6.59 Hz, 3H), 1.90 (m, 2H), 2.27 (m, 
2H), 2.76 (m, 2H), 2.90 (s, 3H), 6.10 (m, IH), 6.22 (d, J = 8.40 Hz, IH), 6.77 (s, IH), 
6.88 (m, 3H), 7.13 (m, 3H), 7.51 (m, 5H), 7.81 (d, J = 8.24 Hz, IH), 7.88 (m, IH), 
5 8.18 (m, lH)o 

mmm3 4 (lei) 

4-(2-((lR)-l - v>- 1— f;i/) 3i^;i/:ij;wt^>f;i/) 

-4- (4-^ ^ix) 7a^^;i/) 



r^^COOH 



10 




TLC : Rf 0.15 (n-^:^^t^> : g^^:n^;i/= 1 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.18 (m, IH), 7.87 (m, IH), 7.80 (d, J = 8.4 Hz, IH), 
7.56-7.42 (m, 4H), 7.11 (d, J = 8.4 Hz, IH), 6.92-6.83 (m, 6H), 6.09 (m, IH), 5.99 
(brd, J = 8.4 Hz, IH), 3.80 (s, 3H), 2.83-2.67 (m, 2H), 2.32-2.67 (m, 2H), 1.95-1.86 
15 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H)o 

^^J3 4 (1 6 2) 

4- (2 - ( (IR) -1- (:^7^^>- 1 -^;i/) 3i5=-;i/>b;w^^-r;^) 
-4- (4-7;i/;4-d:7 3i>'^^) :7 3i-;i/) 
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F 




TLC : Rf 0.19 (n-^^itV : B^m^^>'V= 1 : D 5 
NMR (300 MHz, CDCI3) : 6 8.18 (m, IHX 7.88 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 
7.55-7.42 (m, 4H). 7.14 (m. IH), 7.02-6.92 (m, 2H), 6.90-6.86 (m, 4H), 6.09 (m, 
IH), 5.98 (brd, J = 7.8 Hz, IH), 2.85-^68 (m, 2H), 2.39-2.22 (m, 2H), 1.96-1.87 (m, 
2H), 1.77 (d, J = 6.6 Hz, 3H)o 

mi fim^4 (16 3) 

4- (2- ( (IR) -1- 3i5^;i/*;w^^'f ;v) 

-4- (3-7;V:^n7:ny:3F-» 7 3i::^;V) l/^J'V^ 



TLC : Rf 0.22 : f^®3i^;i/= 1 : D ; 

NMR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.1 Hz, IH), 7.86 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.55-7.42 (m, 4H), 7.27-7.17 (m, 2H), 6.96-6.94 (m, 2H), 6.78 (m. IH), 
15 6.69 (m. IH), 6.63 (m, IH), 6.11 (m. IH), 6.02 (m. IH), 2.83-2.73 (m. 2H), 2.35-2.28 
(m, 2H), 1.98-1.88 (m, 2H). 1.78 (d, J = 6.6 Hz, 3H)o 
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^gU3 4 (1 6 4) 

4_ (2- ( (iR) -1- 1— f 3i^;i/A;w^^-r;i/) 
-4- (3-^ h^rS^37 3iy^s/) :f^>m 



5 




TLC:Rf 0.25 iD.-^^V-> 1^^^'^^^= 1 : D ; 
NMR (300 MHz, CDOa) : d 8.19 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.57-7.42 (m, 4H), 7.22-7.15 (m, 2H), 6.95-6.91 (m, 2H), 6.64 (m, IH), 
6.51-6.49 (m, 2H), 6.10 (m, IH), 6.01 (brd, J = 8.4 Hz, IH), 3.75 (s, 3H), 2.85-2.70 
10 (m, 2H), 234-2.28 (m, 2H), 1.97-1.88 (m, 2H), 1.77 (d, J = 6.6 Hz; 3H) o 

3 4 ( 1 6 5) 

3- (2- ( (3-p<5^;i/- 1- (3, 5 -s^^5^;v:7^— ;i/) 3^5^ ;i/) * 

;p/"^^-f;i/) -4- (4-^7DD-2, 6-i^7;i/;4-D^>J?;i/:4-^5/) 7 
15 3i=.;i/) 7*0 
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COOH 



T L C : R f 0.62 D P \ J — ;i/= 9 : 1 ) o 

mmmz 4 (i 6 6) 

5 3_ (2- ( (3-pi^;V-l- (3, 5-S^>«^;i/:7 3i-;V) * 

XOOH 



T L C : R f 0.62 (^^ D n '. J — ;i/= 9 : 1 ) o 

10 g£*te<gil3 4 (1 6 7) 

3_ (2- ( (3-^5=-;i/- 1- (3, 5-2^p«5^;v7ai^;w) * 
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TLC : Rf 0.62 (^Dn3j^;VA : ji^^—J]/=^9 : 1) o 

mmm 34 ( 1 6 8 ) 

3- (2- ( (3-^^)V- 1- (3, 5-i^^5^;i/7 3in;u) y'^JV) 
;Wt^-r;i/) -4- (4-^5^;i/-3->< 




TLC : Rf 0.62 (^DD7f:;VA : ;i/=9 : 1) o 

4 (16 9) 

3- (2- ( (3-^5^;i/-i- (3, 5-5^;>«^;i/7 3^— A 
;w^^^;v) -4- (2-^^;p-4-^ h#$/'^>i^;i/:^=3f^s^) 
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^ flia 4 (17 0) 

>^^>^ 




TLC : Rf 0.31 iTi--^^^> -^^"^^^^^ ^ ' 

NMR (300MHZ.CDCU : 6 0.97 (d, J = 6.32 Hz, 6H), 1.74 (m. 5H), 2.29 (m, 

2H), 2.71 (m, 2H), 5.20 (n, IH), 5.97 (d, J = 8.52 Hz, IH), 6.96 (m, 4H), 7.14 (m, 

2H),7.31(m,7H)o 

4 (17 1) 

4- (2- ( (iR) -1- (^7^v>-i->r;v) a.^;v*;w^^^;v 
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TLC : Rf 0.24 (n-^^V> : @^^cn^;i/= 1:1) ; 
NMR (300 MHz, CDCQ : <y 8.18 (m. IH), 7.86 (m. IH), 7.80 (d, J = 8.0 Hz, IH). 
7.56-7 Al (m, 4H), 7.18-7.03 (m, 4H), 7.01 (m, IH), 6.92 (d, J = 2.8 Hz, IH), 6.85 
(dd, J = 8.5, 2.8 Hz, IH), 6.13-6.04 (m, 2H), 2.83-2.67 (m, 2H), 2.38-2.20 (m, 2H), 
1.94-1.86 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H)o 

mmm3 4 (172^ 

4- (2 - ( (IR) -1- (i-p-sn^^-i-^jv) 3i5=-;i/3b;w^^-f ;i/) 

r'^cooH 



TLC : Rf 0.15 (n-'v:^-9-> :Sf|^a::5^;V=l : 1) ; 

NMR (300 MHz, CDO,) : 6 1.36 (m, 6H), 1.84 (m, 9H), 2.28 (m, 2H), 2.72 (m. 

2H), 4.12 (m, IH), 6.07 (m, 2H). 6.81 (m, 2H), 7.09 (d, J = 8.24 Hz, IH), 7.54 (m. 
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4H), 7.85 (m, 2H), 8.23 (d, J = 8.52 Hz, lH)o 



1.^4 (173) 

4- (2- ( (IR) -1- x.^)VMn^^)^) 
-4- (iiU5^>-2— f^v) :t^-yy :^=-)^) 

f^^COOH 




TLC:Rf 0.45 (e7DD5}^;VA:7l^5'>'--'l/=9 1) J 
NMR (300MHz,CDCl3) : 6 1.74 (d, J = 6.87 Hz, 3H), 1.86 (n, 2H). 2.19 (m. 
2H), 2.73 (xn, 2H), 6.10 (m, IH), 6.58 (d, J = 8.52 Hz, IH), 6.91 (d, J = 8.24 Hz. IH). 
10 7.02 (m. 3H), 7.19 (m, IH). 7.49 (m, 4H), 7.69 (xn, IH), 7.77 (d, J = 8.24 Hz, IH), 
7.84 (m, IH), 8.08 (m, IH), 8.21 (d, J = 8.24 Hz, IH) o 



^^^fal 4 (17 4) 

4- (2- ( (IR) -1- (^^^VV-l--^^) 
-4- (2-T-fe^;v:7:c>ap>» 7 
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T L C : R f 0.45 (^^ D P5^;i/A : p< j^)]/= 9:1) ; 
NMR (300MHz,CDCl3) : 6 1.77 (d, J = 6.04 Hz, 3H), 1.90 (m, 2H), 2^9 (m, 
2H), 2.55 (s, 3H), 2.76 (m, 2H), 6.12 (m, J = 6.04 Hz, 2H), 6.83 (m, J = 8.24 Hl, IH), 
6.90 (m, IH), 6.96 (d, J = 2.7 5 Hz, IH), 7.15 (m, 2H), 7.45 (m, 5H), 7.79 (m, 2H), 
7.86 (m, IH), 8.20 (d, J = 7.97 Hz, lH)o 

iia6^J3 4 (17 5) 

4- (2- (1- (±:7^U>-1 — f;i/) T'nlf^i/ptj^wt^^f;!/) -4- 
7 ;i/) 



TLC : Rf 0.12 (n-^^lJ-> : BP^3i5=-;i/= 1:1) ; 
NMR (300 MHz, CDCI3) : d 1.08 (t, J = 7.42 Hz, 3H), 1.89 (m, 2H), 2.20 (m, 4H), 
2.73 (m, 2H), 5.96 (no, 2H), 6.93 (m, 4H), 7.13 (m, 2H), 7.32 (m, 2H), 7.51 (m, 4H), 
7.80 (m, IH), 7.87 (no, IH), 8.26 (d, J = 8.24 Hz, IH) o 

ilMl#J3 4 (1 7 6) 

4- (2- (1- (:^7^$'V>-l — f;i/) r5^;i/*;w^^'r ;i/) -4-7 
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TLC : Rf 0.12 (n-^^^^^ : |^^3i^;v= 1:1); 
NMR (300 MHz, CDQj) : 6 1.01 (m, 3H), 1.52 (m, 2H), 1.87 (m, 2H), 2.05 (m. 
2H), 2.25 (m, 2H), 2.72 (t, J = 7.69 Hz, 2H), 6.00 (m, 2H), 6.94 (m, 4H), 7.12 (m, 
5 2H), 7.32 (m, 2H), 7.50 (m, 4H), 7.80 (m. IH), 7.86 (m, IH), 8.27 (d, J « 8.52 Hz, 
lH)o 

ggfite^l3 4 (1 7 7) 

4- (2- ( (3-pt^;i/-i- (^7iJ^v>-i— f;v) 7'5=-;v) *;wn' 

10 ^'f;!/) -4-7:iiy=3p^'7 3iri;i/) i:/^ >^ 



TLC : Rf 0.18 (n-^^-b-> :@^^^^''^=2 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.99 (d, J = 8.1 Hz, IH), 8.18 (d. J = 8.7 Hz^ IH), 

7.94 (m, IH), 7.80 (d, J = 7.8 Hz, IH), 7.62-7.38 (m, 6H), 7.24 (d, J = 8.7 Hz, IH), 
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7.16 (m, IH), 7.05-7.02 (m, 2H), 6.98 (dd, J = 8.1, 2.4 Hz, IH), 6.88 (d, J = 2.4 Hz, 
IH), 5.85 (m, IH), 2.68-2.50 (m, 2H), 2.10-2.05 (m, 2H), 1.90-1.65 (m, 4H). 1.56 (m, 
IH), 1.06 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 6.3 Hz, lH)o 

5 mmm 34 ( 1 7 s ) 

4- (2- ( (3-^5^;i/-i- (4-:7;i.;^n-3-;><5^;i/7i^;i/) :r 




TLC : Rf 0.16 (n-^dp-y-> : S^^a^5^;i/=2 : 1) ; 
10 NMR (300 MHz, DMSO-d.) :6 8.73 (d, J = 8.7 Hz, IH), 7.43-7.37 (m, 2H), 
7.24-7.13 (m. 4H), 7.07-6.95 (m, 4H), 6.83 (d, J = 2.4 Hz, IH), 4.95 (m, IH), 2.61- 
2.54 (m, 2H), 2.18 (brs, 3H), 2.08-2.03 (m, 2H), 1.75-133 (m, 4H), 1.39 (m, IH), 
0.89 (d, J = 6.0 Hz, 3H), 0.87 (d, J = 6.3 Hz, 3H)o 

15 3 4 (17 8) 

3- (2- ( ( (IR) _3_p{^;i,_i_ (3^ 5-i^^^)],y:n^}],) 

:^7;w^^-f;u) -4- (3 h^s^^o^y^i^) 73i-;i/) 
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T L C : R f 0.52 (^J? n n^t^VA : J — ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 5 0.96 (d, J = 6.32 Hz, 3H). 0.97 (d, J = 6.32 Hz, 3H), 
1.75 (m. 5H), 2.30 (m, 2H), 2.29 (s, 6H), 2.73 (t, J = 7.69 Hz. 2H), 3.78 (s, 3H), 5.13 
(m. IH). 5.94 (d, J = 8.52 Hz, IH), 6.56 (m, 2H), 6.66 (m. IH), 6.95 (m, 5H), 7.19 

gaite^l3 4 (18 0) 

3- (2- ( ( (IR) -3-p^5-;v-l- (3, 5-i^pi^;v:7a:-;i/) 




TLC : Rf 0.57 (i^'fb^5^^> : ^iJ'^' 9 • 1) ' 

NMR (300 MHz, CDCI3) : 6 7.40-7.30 (m, 2H), 7.17 (d, J = 8.1 Hz, IH), 

7.16-7.09 (m, IH), 7.04-6.82 (m, 7H), 6.19 (d, J = 8.4 Hz, IH), 5.13 (q, J = 8.4 Hz, 
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IH), 3.08-2.92 (m, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.29 (s, 6H), 1.80-1.50 (m, 3H), 
0.96 (dd, J = 6.3, 1.8 Hz, 6H)o 

^#134 (181) 
5 3- (2 - ( ( (IR) -3-p«^;i/-l- (3, 5-$^^5^;V7 3ir:;i/) 

*r;w>*^-f;v) -4- 2 — f;i/) 



T L C ; R f 0.55 D D : ^ ^ — ;i/= 9:1); 
10 N M R (300 MHz, CDQ,) : d 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.68 (m, 3H), 2.28 (s, 6H), 2.68 (m, 2H), 3.01 (m, 2H), 5.14 (m, IH), 6.64 (d, J = 
8.24 Hz, IH), 6.88 (s, IH), 6.95 (s, 2H), 7.34 (m, 5H), 7.69 (m, 2H) o 

mmm3 4 (is 2) 

15 3- (2- ( (4- (3, 5-:^p(5=-;V7ai-;v) t Knt:^>-4 - 




COOH 
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TLC:Rf 0.35(n--^=3f1?->:fi^^^^^^-B^^=lOO- 100 = 1) ; 
NMR (300 MHz, DMSO-cU) : 6 1.89 (m, 2H). 2.20 (s, 6H), 2.35 (m, 2H). 2.46 (m, 
J = 7.48 Hz, 2H), ^84 (t, J = 7.48 Hz, 2H). 3.68 (m. 4HX 6.81 (s. IH), 6.91 (d, J = 
2.75 Hz, IH), 7.02 (m, 5H), 7.17 (m. IHX 7.30 (d. J = 8.52 Hz, IH), 7.41 (m, 2H), 
8.55 (s, IH), 12.10 (s. lH)o 

mmm\3 4 (18 3) 

3_ (2- ( (4- (3, 5-i^P<^;V7air:;V) yl-t KP If^ >- 4 - 




T L C : R f 0.47 (i^ D ptJ^^VA : ^ ^ — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 3 2.22 (m, 2H), 2.32 (s, 6H), 2.44 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2 H), 2.95 (t, J = 7.28 Hz, 2H), 3.77 (m. 2H), 3.92 (m, 2H), 5.07 (s, 2H), 
15 635 (5, IH), 6.90 (s, IH). 6.98 (dd, J = 8.50, 2.75 Hz, IH), 7.04 (d, J = 2.75 Hz, IH). 
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7.07 (s, 2H), 7.18 (d, J = 8.50 Hz, IH), 7.39 (m, 5H)o 
^m3 4 (18 4) 

3- (2- ( (4- (3, 5 v'^— t KP 4 - 
;w) T'n/^v^' 



TLC : Rf 0.46 (t57DD3}T;i'A : ^^y— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.68 (t, J 
10 = 7.28 Hz, 2 H), 2.96 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.19 (d, J = 1.92 Hz, 2H), 
6.41 (s, IH), 6.90 (s, IH), 7.06 (m, 5H), 7.22 (d, J = 8.50 Hz, IH), 7.31 (m, 2H)o 

^#03 4 (1 8 5) 

3- (2- ( (4- (3, 5 71— t Kn l^^ >- 4 - 

15 >r;i/) rtf^w^^-f;!/) -4— (2, 3, 6 - h U 7;i/:rn^>i^;i/3r^t^) 
7 31— 7*D/t>M 




COOH 
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TLC : Rf 0.40 (^7DD:t:;VA : pt^J^x'-^V^O : 1) ; 
NMR (300MHz, CDQa) :6 2.23 (m. 2H), 2.32 (s, 6H), 2.47 (m. 2H), 2.67 (t, J 
= 7.28 Hz, 2H) 2.96 (t, J = 7.28 Hz. 2H), 3.85 (m, 4H). 5.13 (s, 2H), 6.49 (s, IH), 
6.90 (m, 2H), 7.00 (dd, J = 8.52, 2.75 Hz, IH). 7.06 (d, J = 2.75 Hz, IH), 7.08 (s. 
2H) 7.20 (m, IH), 7.20 (d, J = 8.52 Hz, lH)o 

(18 6) 

3- (2- ( ( (iR) -3-^5^;v-i- (3, 5-i^^^)^y^~J^) 




TLC : Rf 0.40 (i'CiD^;^-^ : ^^^-''l'-^ • ' 

NMR (300 MHz, CDCO : (5 0.98 (d, J = 632Hz, 6H), 1.67 (m, 3H), 2.31 (s, 6H), 

2.69 (m, 2H), 2.95 (m, 2H). 5.04 (s, 2H), 5.14 (m, IH). 6.24 (d, J = 8.52 Hz, IH), 
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6.90 (s, IH), 6.96 (m, AH), 7.17 (m, IH), 7.37 (m, 5H) o 

mums 4 (18 7) 

3- (2- ( ( (IR) -3-:^^JV- 1- (3, 5 
5 pb;w^^-f;v) -4- (2-^nn-6-7;i/;^n'^>s?;i/;i-=3p$^) 

:7 3ir:;i/) :7°p>'-«^'^ 




TLC : Rf 0.40 (^nD>}%;i/A : ^i5^y— ;!/= 9 : 1) ; 
N M R (300 MHz, CDCQ : 6 0.98 (m, 6H), 1.70 (m, 3H), 230 (s, 6H), 2.70 (m, 
10 2H), 2.97 (m, 2H), 5.15 (m, 3H), 6.28 (d, J = 8.79 Hz, IH), 6.90 (s, IH), 6.94 (s, 2H), 
7.03 (m, 3H), 7.21 (d, J = 8.52 Hz, IH), 7.29 (m, 2H)o 

3 4 (1 8 8) 

3- (2- ( (4- (:h7^l^>'- 1 — f;i/) ^'l— t KDtr^>-4 — f;i/) 
15 *;Wt^-f;i/) -4-7acydp$x7airi;i/) rD/^>^ 
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T L C : R f 0.50 D n>^;i/A : ^ — ;V= 9:1) ; 
NMR (300MHz,CDCl3) 2.49 (m, 4H), 2.83 (m, 4H). 3.92 (m, 4H), 6.88 (s. 
IH), 6.98 (m, 4H), 7.19 (m, 3H). 7.34 (m, 3H), 7.48 (t, J = 7.82 Hz, IH), 7.72 (d, J = 
5 6.59 Hz, IH), 7.78 (d. J = 8.24 Hz, IH), 7.86 (dd. J = 8.24, 1.37 Hz, IH). 833 (d. J = 
8.52 Hz, lH)o 

^ffe flia4 (18 9) 

4- (2- ( (4- (:^74'l/>-l-^>>W >'1-th*D\^7>-4-'<;V) 

10 *;wt^-f;v) -4-7aiydps/7ai^;v) ^^iJ'vm 




TLC : Rf 0.29 {xi--^^^^y : : B^M= 5 0 : 50 : 1) ; 

NMR (300 MHz, DMSO-d.) : d 1.56 (m, 2H). 1.91 (t, J = 7.55 Hz, 2H), 2.08 (m. 
2H), 2.35 (m, 2H), 2.77 (m, 2H). 3.82 (m. 4H), 6.73 (d, J = 2.47 Hz. IH), 6.99 (m, 
15 3H), 7.16 (m, 3H), 7.39 (m, 3H). 7.47 (d. J = 7.69 Hz, IH), 7.63 (d, J = 7.42 Hz. IH). 
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7.78 (d, J = 8.24 Hz, IH), 7.89 (d, J = 7.14 Hz, IH), 8.61 (d, J = 8.79 Hz, IH), 9.06 (s, 
lH)o 

^^J3 4 (1 9 0) 
5 4-(2-((4-(3, 5-i^p<^;i/7:ii-;i/) t KD 4 - 




T L C : R f 0.35 (n-^#■t^> : B^^x.^;v : @^^= 5 0:50:1) ; 
N M R (300 MHz, DMSO-d«) : 6 1.72 (m, 2H), 1.88 (m, 2H), 2.11 (t, J = 7.55 Hz, 
10 2H), 2.21 (s, 6H), 2.38 (m, 2H), 2.59 (m, 2H), 3.63 (m, 2H), 3.74 (m, 2H), 6.82 (s, 
IH), 6.90 (d, J = 2.75 Hz, IH), 7.01 (m, 3H), 7.07 (m, 2H), 7.17 (m, IH), 7.25 (d, J = 
8.52 Hz, IH), 7.42 (m, 2H), 8.51 (s, lH)o 

^^J3 4 (19 1) 
15 3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5-i?^5=-;i/7i^;i/) 
•:r^JV) :3b;w^^-f ;i/) - 4- (2, 3, 6- h 0 7)^/:tU^->VJV:;^^ty) 
7 31-)]/) yaj-^>M 
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COOH 



TLC : Rf 0.49 (^nn*:;i/A : -'l'=9 : 1) ; 

N M R (300 MHz, CDCO - ^ 0-97 (m, 6H), 1.68 (m, 3H), 2.30 (s, 6H), 2.69 (m. 
2H), 2.95 (m, 2H), 5.11 (s, 2H). 5.17 (m, IH), 6.27 (d, J = 8.52 Hz, IH), 6.93 (m, 
5 6H),7.17(in,2H)o 

^mm5 5 



10 7-^^;ve7Ty> (5 0g) ©T-feb-hu;w a2L) n-y" 

u^>(.^iyy^5.\^ (5 6g) *5J:t>*a, a' -T^/lf V >^5^P- h U;W 
(5 1 Omg) ^m^. 8°Ct?3 0^^3t#bfeo MJiS^^grM^U 

tk (iL) *ijn;i. isn^astbT. likrom^tm^m-r^umih-^ (7 

6 g) *#fco 

15 N M R (300 MHz, CDCl,) : 6 7.69 (cJ, 9.6 Hz, IH), 7.46 (d, J = 8.1 Hz, IH), 7.34 
(d, J = 1.8 Hz, IH), 7.30 (dd, J = 8.1, 1.8 Hz, IH), 6.43 (d, 9.6 Hz, IH), 4.52 (s, 2H)o 

6 

7- (2, 5-i^7;i/:^P7i>'dpi/pi5=-;v) ^vUV 
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##^ni5 ST-ilBgUfcYb-^ (4 0g) s 2, 5-t^'7)]/7taz7 3^^-)]/ 
(2l.8g) , (46.4g) ^DMF (2 5 0ml) ^c^^U 6 0°C 

^amUjfeo @^*:*|g«!lbTmT©^ttm^*-r-5«M<b-a4^ (43.9 g) 

N M R (300 MHz, DMSO-dg) : 6 8.05 (d, J = 9.6 Hz, IH), 7.74 (d, J = 7.8 Hz, IH), 
7.46 (brs, IH), 7.41 (brd, J = 7.8 Hz, IH), 7.32-7.18 (m, 2H), 6.78 (m, IH), 6.49 (d, J 
= 9.6 Hz, IH), 5.30 (s, 2H)o 

3- (2-t l'D:?F-$^-4- (2, 5 -S^7;i':^-n7 3iy dFi/;^5^;i/) :7 3i 



o 




##fi?!I5 6"??i!Sgbfc-fb-^ (43.9g) 5§&ffiV^t. ##^J4 2 i:ra;^©tSf^ 

*fT*e-3T. uxrom^m^m^^mmih-^ (46.5 g) ?&#fco 

N M R (300 MHz, DMSO-dg) : 6 10.4 (s, IH), 7.84 (d, J = 16.2 Hz, IH), 7.64 (d, 
J = 7.8 Hz, IH), 7.26 (m, IH), 7.16 (m, IH), 6.98 (s, IH), 6.89 (d, J = 7.8 Hz, IH), 
6.77 (m, IH), 6.61 (d, J = 16.2 Hz, IH), 5.15 (s, 2H), 3.70 (s, 3H)o 



#%^J5 8 
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o 




##^j5 (46^g) ^fflv^T^ mmm2 4 i:lll«l©mf^ 

5 itnu-^x. nxromim.^^^^^^^^-^ (23.6g) s^^o 

NMR (300 MHz. CDCl^) : 6 7.20 (s. IH), 7.10 (d, J = 7.8 Hz, IH), 7.01 (ddd, J 
= 10.5, 9.0, 5.4 Hz, IH), 6.96^.91 (m, 2H), 6.71 (m, IH), 6.58 (m, IH), 5.03 (s, 2H). 
3.70 (s, 3H), 2.92-2.88 (m, ZH), 2.74-2.70 (m, 2H)o 

10 9 

3- (2-5b;V^=¥S/-4- (2, 5-i^7;V:rD7a.y:3p2/p<^;i/) 7:.. 



o 




##^J5 (2 5 Omg) ^fflVNTs #%«»I4 4-^## 

^j4 5 j:[^^©MftsfT>Sio-t. \ik-r(Dm<&m^m'r^mm\:^^ ( 1 9 3 

mg) ^^fco 

NMR (300MHz,CDCa3) '.6 8.11 (d, J = 1.8 Hz, IH), 7.59 (dd, J = 8.1, 1.8 Hz, 
IH), 7.38 (d, J = 8.1 Hz. IH). 7.04 (ddd, J = 10.5, 9.0, 5.1 Hz, IH), 6.74 (ddd, J = 9.6, 
6.6, 3.0 Hz, IH), 6.62 (m, IH). 5.11 (s, 2H). 3.67 (s, 3H), 3.38-3.33 (m, 2H), 2.74- 
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2.69 (m, 2H)«, 

mmms 5 

3- (2- ( (3-;j<^;i/- 1- (3, 5-i^;»?5=-;i/7 3i— ;v) ij 
5 ;WN*^^;v) -4- (2, 5 -vy)V::^nyx.j:3(^t/;A^)]/) 7^1— ;v) 7* 



10 m^nito 

TLC : Rf 0.51 (^DDtJ^^VA : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, CDaj) : d 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, IH), 631 (d, J = 8.24 
Hz, IH), 6.61 (m, IH), 6.73 (m, IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m, IH), 7.29 (d, 
15 J = 8.24 Hz, IH), 7.41 (m, 2H)o 

#^^J6 0 

3- (2- h U:7;v;rn^^>::^;i/7ltJpi/-4- (tr^v^— ;i/-l — r;v^ 




COOH 
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.COOCH3 



rD7i>^p<^;vaix5^;i/ (1.00 g) ^ffiv^Tx ##^J4 4 }imU(om!{¥^n 

^fcotmTCDtrtS^itJfe^f ^MiS^'&tf (1.48 g) ^mtcLo 
5 N M R (300 MHz, CDCI3) : 6 7.57 (m, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32 (d, J = 
8.1 Hz, IH), 7.12 (d, J = 8.1 Hz, IH), 7.04 (s, IH), 6.32 (t, J = 2.1 Hz, IH), 3.67 (s, 
3H), 3.02 (t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H)o 

mmm3 6 

10 3- (2- (5-:7:ii— l-'^v^— ;i/) -4- (if^^/— l — f 

^COOCHa 



T;Vrf>#HmTs ##^?«J6 O-^jiijgbfe'fb-^ (3 0 Omg) ©DMF 
(3 ml) ^mi:^. 5-yx.—)V- 1 -^^^i^ ( 1 6 5mg) . (hV 
15 y » ^^^i^^Ai^^aV Y= (5 4mg) v ^O^iiM (4 4 

mg) N 3«><b5"b-7::^5^;i/T>^r:^7A (8 4 8mg) :^S^V^V^):^^))^ 
TK> (0.6ml) *Jn;^x ^ST— i!fe«#Ufeo ^/JS^-^I^tK^SP^x 
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N M R (300 MHz, CDCQ : 6 7.55 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
5 732-7.16 (m, 7H), 7.05 (dd, J = 7.8, 1,8 Hz. IH), 6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 
2H), 3.62 (s, 3H), 3.08 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 
2H), 2-44 (t, J = 7.5 Hz, 2H), 1.97-1.87 (m, 2H)o 

^fllll^J3 7 

10 3- (2- (5 -3731— - 4- — r;pp<5^;i/) 



QX^\^1t.i\j-^ (SOOmg) ©^^J'y-;!/ (Sml) ^ 
^tCD THF^JiKt:. lN2^c^Ytl:^^ Ue?A2k^?g[ (2 ml) :3S^'lf^-5'J — 

;i/ (2ml) :&An;i. ^jg-e— flftJtJ^ufeo Kmrnk-^n^mmx^mx^. 

20 MMUTs UtTO^i^^^^^-rs^S^b-a^ (2 2 0mg) ^^tfco 
T L C : R f 0.50 (n-^^^p-l^V : gt^ai^;b= 1:2); 




855 



wo 03/016254 



PCT/JP02/08120 



NMR (300MHz,CDCl3) : <y 7.54(d,J = 2.1Hz,lH),735(d,J = 2.1Hz,lH), 
730-7.25 (m, 2H), 7.19-7.11 (m, 4H), 6.99-6.96 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 
5.26 (s, 2H), 2.94 (t. J = 7.8 Hz, 2H), 2.63-2.55 (m, 6H), 1.70-1.52 (m, 4H), 1.45- 
1.37(m,2H)o 

5 

m§.m3 8 

3- (2- (5-7ai-;p-i-^>^-''i^) -4- 1-^ 

^COOCHa 



Lo T;v=f>»H^T> ##^J6 0T««7tbfc<b^ (1 3 3mg) ©DMF 
(1ml) ^t-s ^^U>m (129ing) . T^h^^^ (hU:7:c-;V7^ 
7.7 ^» (3 9mg) ^XX^^)^^mi3^)^2^ (14 4mg) * 

i^j^m^^t-sm-fb-^ (1 3 Img) *#feo 

N MR (300 MHz, CDCI3) : 6 7.54 (m, IH), 7.38 (d, J = 2.1 Hz, IH), 732-7.16 (m. 
6H), 7.11 (d, J = 7.8 Hz, IH), 7.01-6.97 (m, IH), 6.57 (d, J = 15.6 Hz, IH), 6.27(t, J 
= 2.1 Hz, IH), 6.13-6.03 (m, IH), 5.27 (s, 2H), 3.65 (s, 3H), 2.97 (t, J = 7.8 Hz, 2H), 
20 2.67 (t, J = 7.8 Hz, 2H), 2J4 (t, J = 7.8 Hz, 2H), 2.30-2.22 (m, 2H), 1.86-1.75 (m, 
2H)o 
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^^J3 9 ( 1) ~3 9 (2) 



mmma 9 ci) 

3- (2- -4- (tT^y— 1 — f 

^COOH 



10 TLC : Rf 0.45 (n-^=3F-y-> : i^^3:^5=-;b= 1 : 2) ; 

NMR (300 MHz, CDCU : 6 7.54 (d, J = 2.1 Hz, IH), 738 (d, J = 2.1 Hz; IH), 
732-7.27 (m, 3H), 7.22-7.18 (m, 4H), 7.05 (dd, J = 8.1, 2.1 Hz, IH), 6.28 (t, J = 2.1 
Hz, IH), 5.25 (s, 2H), 3.09 (t, J = 7.8 Hz; 2H), 2.80-2.68 (m, 4H), 2.44 (t, J = 6.9 Hz, 
2H), 1.97-1.87 (m,2H)o 



^^J3 9 (2) 

3- (2- (5 -7aLCz;i/- 1 -4- (t:^\/— — T 



5 
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TLC:Rf 0.50 in—^^-^>:lSm=^^f^=l 2) ; 
NMR (300MHz,CDCl3) : <y 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 
5 7.31-7.27 (m. 3H), 7.21-7.11 (m, 4H), 6.99 (dd, J = 8.1, 2.1 Hz, IH), 6.57 (d, J = 
15.6 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 6.08 (dt, J = 15.6, 6.9 Hz. IH), 5.28 (s, 2H). 
2.98 (t, J = 8.1 Hz, 2H), 2.70-2.56 (m, 4H), 230-2.22 (m, 2H), 1.86-1.76 (m, 2H) o 

10 3- (4- il^^-J-JV-l-^^^^^^^) -2-t Ho:3pS^pC^;W7:c- 




3- (4- — f;i/^^;v) -2-*;v5^*dp^7 3i:^;i/) 

7°D>'S>mpi5^^l'^^^^l^ (6 0 0mg) ©«THF (8.0ml) ^^l^s 
15 0»C-C4?^>-5^b^l^ ^*I^^^>^^®THF (3.2in 1 ) ^^?iT U 

(3.5ml) ^*iP^> li^^jt^bfeo SjiS^?^t-^X^*Q;l> 
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^?u= 1 : 2) -e)lti!^bT^ ^sTorn'mm^mT^mmtJij'^ (4 2 omg) 

5 TLC : Rf 0.59 (^Dni}^;i/A : p(i57y— 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.75 (m, IH), 7.34-7.06 (m, 4H), 6.32 (t, J = 2.4 Hz, 
IH), 534 (s, 2H), 4.74 (d. J = 4.8 Hz, 2H), 3.67 (s, 3H), 3.02 (t, J = 7.5 Hz, 2H), 2.70 
(t, J = 7.5 Hz, 2H), 2.23 (no, IH) o 

10 2 

3- (4- (i^^\;-;i/-i — f;i/p<5^;i/) -2- (i, 3-i^;4->-Y v-r 



#%^J6 n?MBbfe<b-^ (4 2 Omg) ®THF (4ml) MJ&l^. 
0 -CT? h U 5. > (035in 1 ) *5 XV^^ ^ U U Y (0.13 

ml) ^ip^s 30i9^p^^b:feo K^tsmmvi^i^^mx. g^^:ii^;i/-c-i*m 

20 ^«PU ^S-e7iJ';W ^ h**Ue7A (3 70m&) ^iBfL. S^^^b 
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limmvrco #-^n:fe:®^*:*'Nii^-9->/B^^^^>'^ (5:1) -T^m^VXiik 
yo^^^^^T^^M^ih^ (320nig) ^mtzo 
5 TLC : Rf 0.63 : S^J:.^;i/= 1 : 2) ; 

NMR (300 MHz, CDCla) : S 7.91-7.82 (m, 2H), 7.79-7.70 (m, 2H), 7.44 (m, IH), 
7.32 (m, IH), 7.15 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 6.99 (m, IH), 6.20 (t, J = 2.1 Hz, 
IH), 5.23 (s, 2H), 4.89 (s, 2H), 3.69 (s, 3H), 3.17 (t. J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 
Hz,2H)o 

10 

#^^J 6 3 

3- (4- (.l^^y-;i/- l-^^'V^^^'W -2-T5../'p«5^;V7:n::i;i/) 




15 ##^J6 z-ei^bife^b-ar*^ (3 0 Omg) © l, 2-5^^DDX^> ( 1 

ml) *3«ttj^p^ (imi) mmi^. ^M-ct h-^s^> i*«t> (0.043 

ml) *AP^> 6 0-C-e-^m#bfco m^^^S^^m^T-^^ipms 7X1-^ 

i^m^i^^^^vtfW&tBbfco *^^Ji^UT3- (4- (i-tf^y-;^ 

-t^S-fb-^tl^&tffco #6nfe'fb^^<l:'^fc^s (5ml) ^JBAt 

l^mmWL^^ly. b;V:ii>^t^bTUi.T©«^ 
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^m^m-r^mmit^ (i 9 omg) ^mao 

T L C ; R f 0.09 n n4x;i/A : p« ^ ^ — ;i/= 10:1) ; 
N M R (300 MHz, CDCQ : <S 8.24 (m, 3H), 7.81 (d, J » 2.1 Hz, IH), 7.46 (d, J = 
2.1 Hz, IH), 7.38 (m, IH), 7.27 (d, J = 7.8 Hz, IK), 7.16 (m, IH), 6.28 (t, J = 2.1 Hz, 
5 IH), 5.30 (s, 2H), 4.12-4.00 (m, 2H), 2.87 (t, J = 4.5 Hz, 2H), 2.62-2.40 (m, 2H) o 

3- (4- 1 —f;!/^^;!/) -2- C:^^^^' v>-2->f ;i/ 



##«?a6 3T-«ijgbfc'fb-^ (9 0mg) CDJ®<b^^P> (4ml) mWL 
iZs 0»CT?h (0.13ml) j3J:tr2-:^7^ix>5b;i/7}f>®^7 

D^-r K (6 5mg) ^m^s o-c-es o^mm^i^Tc^o &i}t^m&^2Nm. 
>«^5^y-;i/= 10 0:1) -vmmLx. &sT<D^mM^m'r^mm<b'^ (4.5 

mg) <&^#:feo 

TLC : Rf 0.40 (iJ7PD7}t;V'A : ^^5^7— ;i'= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 9.10 (t, J = 6.3 Hz; IH), 8.48 (s, IH), 8.33-7.84 
20 (m, 4H), 7.77 (d, J = 2.1 Hz, IH), 7.68-7.55 (m, 2H), 739 (d, J = 2.1 H^ IH), 7.28- 
7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.21 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.54 (d. 
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J = 6.3 Hz, 2H), 2.93 (t, J = 7.6 Hz, 2H), 2.64-2.40 (m, 2H)o 

3- (4- 1 -'f;i/p<^;i/) -2- (4-^>\/'f 



(60mg) :^XXJ^2-i^iy^u^^i/;\^yt^:;x,y^y-2'- (N, N-i?p< 
br73iri;v (4 8mg) (Di>:i-^D'> (3ml) :iS^Xft-y 
10 (3 ml) mmiz^ j^^-feez-^A (5 9 8mg) ^ 3- (2-3 — 

h--4- (tr^\/— 1 ->r;vp<5^;v) t^:^-;!/) :rD^>^(5 00m 
g) :feit;^ti-'^^i^> (2 2 6mg) 1 0 O'CT- 5^^Ji*?bfeo 

feo 2kJS5i& 1 NTk^-fb:)- h u i:,7jc^"T?*jR] b^ i^M3i5=-;v-tiam b^o 

fee 

■rjvdt >mmn.T. mm^m.'it:^^]^^ (2 mi) tz^^u o«ct!^> 

^J-()\y^tiV K (0.15ml) j3J;t5l^ys^> (0.4ml) mu^. ^mr^2!m 
^ (3 0 6mg) ^f#feo 
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TLC : Rf 0.45 (^=^-9-> : ^3^5^;!/= 1 : 2) ; 
NMR (300MH2,CDCl3) : 6 8.00 (d, J = 16.2 Hz, IH), 7.58-7.42 (m, 8H), 6.90 
(d, J = 8.4 Hz, IH), 6.82 (s, IH), 6.38 (d, J = 16.2 Hz, IH), 6.32-6.30 (m, IH), 532 
(s. 2H), 4.25 (q, J = 7.2 Hz, 2H), 3.95 (m, 2H), 3.61 (m, 2H), 2.98-2.85 (m, 4H), 133 
5 (t,J = 7.2Hz,3H)o 

^^J4 2 

3- (2- (N-^>v^j]/\f^^i^>-i-^j]/) -4- (tr^y— 
1— f;i/^5^;i/) 7 3^—)]/) yuj^^wt 



^^J4 iT-Sy^Ufe-fb-^ (3 0 6mg) <fefflV^-C. ^^^JST^Il:^ 

omi'^^ni3L-:^xyixv<Dm'&m^m-r^mmt-m} (2 1 omg) ^ntcio 

T L C : R f 0.45 (1^^ ; 

NMR (300 MHz, CDO,) : 6 7.56 (d, J = 2.1 Hz, IH), 7.43 (s, 5H), 7.39 (d, J = 
15 2.1 Hz, IH), 7.18 (d, J = 8.4 Hz^ IH), 6.93-6.91 (m, 2H), 6.29 (t, J = 2.1 Hz; IH). 
5.28 (s, 2H), 3.92 (m. 2H), 3.57 (m, 2H), 2.99 (t, J = 7.8 Hz, 2H), 2.91-2.84 (m. 4H), 
2.69(t,J = 7.8Hz,2H)o 

mmmA a 

863 
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.COOCH3 



5 TLC : Rf 0.51 i^UX2:^^JVA : ^^y— ;i/= 1 0 : 1) o 
^MM4 4 



|liffiM4 ST-Migbfe'fb^ (6 7 2mg) (D;^Sfy—;V (7ml) 
{c^ mm-^V^A (4 7 8mg) 3^^3^3fb;feo ^>®^*g^ 

15 v^p?37> (3ini) ^mx.. immm^^^. mmvtco Bsic-^^c^^y 

( 1 0 m 1 ) *5a:th* 4 NJ^^/S>;r=^1t>^M (10ml) ^i]D;ls 2 

^LT. iiiTomm^m-r^mmit'^ (soomg) ^mtc^o 



10 
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TLC : Rf 0.26 (B^^:3^^;i/ : h;]/a:>=2 : 1) ; 
NMR (300 MHz, CDCl,) : 6 7.93 (s, IH), 7.85-7.74 (m, 3H), 7.71 (s, IH), 
7.58-7.34 (m. 5H), 5.35 (d, J = 15.3 Hz, IH), 4.84 (m, IH), 4.81 (s. 2H). 4.59 (d, J = 
15.3 Hz, IH), 3.58 (s, 3H), 2.84 (dd, J = 15.9, 5.4 Hz, IH), 2.62 (dd, J = 15.9, 6.9 Hz, 
5 lH)o 

mmm4 5 

> K U >- 3 1 — f ;i/) 



10 




4 4 -^«yt bfe-fb-^ ( 8 5 mg) <fefflv>"rs nife^?!! 5 -^mmm 6 

i:l^«l0Slf^^fT^oT. iJiT<Z)tH4«i**-rS;^M^b-^ (2 9mg) * 

TLC : Rf 0.46 (^DD;f:;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : d 7.90-7.78 (m, 5H), 7.68 (d, J = 8.4 Hz^ IH), 7.57 
(d, J = 7.8 Hz, IH), 7.53-7.44 (m. 2H), 7.40 (d, J = 8.4 Hz, IH), 734-7.25 (m, 2H), 
7.06-7.00 (m, 2H), 6.94 (m, IH). 5.22 (s. 2H), 5.21 (d, J = 15.3 Hz, IH), 4.76 (m, 
IH), 4.58 (d, J = 153 Hz, IH). 3.02 (dd, J = 16.5. 4.2 Hz, IH), 2.69 (dd, J = 16.5, 7.2 
Hz,lH)o 

mmm4 5 (i) 
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2- (5- (4-i^Tx'7 3iy'=3p$^;^^;i/) -2- i±'7^ly>-2->()V 

^COOH 



TLC : Rf 0.46 (^pnsf:;!/^ : ;<^J—)\^= 10:1) ; 
NMR (300MHz,DMSO-d«) : 6 7.91-7.35 (m, 14H), 5.29 (s, 2H), 5.21 (d, J = 
15.6 Hz, IH), 4.77 (m, IH), 4.59 (d, J = 15.6 Hz, IH), 3.02 (dd, J = 16.5, 4.2 Hz, IH), 
2.69 (dd, J = 16.5, 7.2 Hz, lH)o 



mmm4 5 (2) 

2- (5- (t:^y— ;v- i-^';vp«5^;v) -2- i±yd^u>-2—(;v 
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»J3 ai^^iom^^fr^c-p-Cs &rf<D!m.m^m-r^mm(h^^mrzo 

TLC : Rf 0.27 (i'DD7h;i/A : ;i/= 10:1) ; 

NM R (300 MHz, CDCQ : ^ 7.84-7.62 (m, 5H), 7.57-733 (m, 7H), 630 (t, J = 2.4 
Hz, IH), 5.41 (d, J = 15.0 Hz, IH), 5.40 (s, 2H), 4.78 (m, IH), 4.52 (d, J = 15.0 Hz. 
5 IH). 3.02 (dd, J = 16.2, 4.5 Hz, IH), 2.51 (dd, J = 16.2, 8.7 Hz, lH)o 

2- (5- (t;^y->»V- l-^;i/^5^;V) - 2- 1 — f 



^^xmMm2^mmm3 nmmcomf^^n^^x. ixrcofm't^m^m-r^m 

TLC : Rf 0.23 (i7Uun^JVA : ^^J^)\/- 10:1) ; 
15 N MR (300 MHz, CDOa) : <y 8.16-8.08 (m, IH), 7.88-7.77 (m, 2H), 7.73 (brs, IH), 
7.58-733 (m, 8H), 6.29 (t, J = 2.1 Hz. IH), 5.86 (d, J = 15.3 Hz, IH), 539 (s, 2H), 
4.66 (d, J = 15.3 Hz, IH), 4.54(dd, J = 93. 3.3 Hz, IH), 3.12 (dd, J = 15.9, 3.3 Hz, 
IH), 2.48 (dd, J = 15.9, 9.3 Hz, lH)o 

20 ^^J4 5 (4) 

2- (5-7:iiy^i^p<^;i/-2- (3-^5^;i/- l->':c-;i/:r5=^;i/) ^ 
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^COOH 

5 TLC : Rf 0.62 {^Viun^)]/Ji, : jj^^y'— ;V= 1 0 : 1) » 

^^^^-r^mm i o on^ntco 

10 • (2E)-3-(2-(2 - (:^7^^>-2— f;V) Jih=af^-» -4- 

5 0 Omg 

' it3)]/-^:3iri/>t.^j]/^;iU'-xit3)\^i/^Jx i^^i) 2 0 0mg 

• y^T^TU (iit&^J) 10 0 g 

15 ' mmm't?\yu-:^ 9. 2 g 
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^ CD ^ SB 

1. -IS^(I) 




CD 



5 RHi-COOH. -COOR^ -CHaOH. -CONR^SOzR^. 

-CONR"'R«. -CHaNR^SOgR^. -CHgNR^COR". -CHgN 
R»C0NR«S02R\ -CH2S02NR«COR". -CHzOCONR^S 
O^RK T^h^y— ;K 1,2, 4 -:r=¥1?-S^:rvy-;i/- 5 1,2, 
4-:t^Vt>-r^J—)V-5-^:t>. 1,2, 4 5 
10 1, 3-^T^JVi»-2, 4-e^;r>> *;fe«:l, 2, 3, 5-;^-^1^5^T 

R*tiCl-'6T;i/:3p;i/*feJ±- (Cl'^4T)V^\y» -R". 

R"fi7jcm^ Ci'-4 7';i/r3de5x, -COOH. c l--4-rjvu^iyijjU7i^ 
-;K ^fei±-CONR'R»^^t>U 
15 R » {fcK^M^* fett C 1 — 6 b^ 
R«l*^ (i)c i~6 7;1':^;k 

(ii) l~5MCDR"»-e®iSl^^^TV^:53^>^feSV^^*^gi^|©C3~l 5<D# 
20 (iii) l~5M©R^*AT®^Sl^tlTV^S^iafeSV^{*i[|gife©C3'-l 5 CD# 

^©1^^i3j:o-ragi^n-tv>sc 1 — 6 :r;i/^J|r;K c 2 6 T;i/er - ;i/ 
^fettC2~6r;i/=^-;v^^*3 u 
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(ii) c 1 ~ 6 T;i/=3i=-;K 

(iv)-COR"^ 

5 (v) 1 ~ S-ISOR'^T-g^fe^Ht V>S*»&*VA«|ISSIfe(DC 3-15 ©#^s 
(vi) l-5M0R^'^aT•m^fe$nTV^5^^fe^V^^±IRSm®C3~l 5©^ 

10 ^®m^^J^<fcoTgtfe$n-rvNSC i-4T;i/^;i/^£ife*)U 

R«{*7j<^ig^*:fe{*C 1 ~ 6 T)V^J]^^m.t> 

(ii) c i~6T;p=ap;K 

(iii) l-'5'ja©R"l6-^S^fe$tlTV^:5>^)^&SV^t*^iSgm©C3-'l 5©^ 

(iv) l-'5'fS©R'^«-eS^Si$*V-CV>^**$»SV>{*Mm^©C3~ 1 5©# 
-^^SVM±=^©j^5g^. ^fc{i3-l 5M©#^s z3feSV^^±= 

^®m^^t3j;oTg^^^X-CVNSC 1-67;V:3p;K C2~6T;i/'5r-;i/ 

R"{*. (a)ci-6T;i/^;K (b)c i~6r;vndesx (c)C i-'6t;v=3p 
;i/f^;r> id);\u^>mi^. (e)CF3^ {f)i^Ty. (g)-bD. (h)7jc^»x 

(i)-COOR"s (j)-NHCOR". (k)-S02R"s (l)-NR^«R^\ (m) 
C l~4 7;^=3p;l/fe^V^^i:r=^V^?iK^Sl*^^tV^S*>*2)V^^±i^M^^I©C 3 

25 '-7©#^^3^> (n)C l-'4T;V=^;V^5V>t±:4-^V^M«l^tbTV>S** 
^^V^«I^SSm©3~7M©*^^^^ ^fc^±(o)7J<^^ -COOR^\ 
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-NHCOR^^ -SOgR", feSV^^i-NR^«R^«^;:a;o-rg^^l^^^-rv^^ 
C 1 ~ 4 TJV^J]^^^t> 

R"l±7XiaiS^N c 1-'4t;v:3p;k 7ji^;k ;i/ (0 1—4) :r}v^ 
5 R "a: c 1 - 4 :r 

:7 3i-;i/ (ci~4) T;i/^;i/5&^t)U 

R "^± C 1 ~ 4 * 7 31 -;i/<fe^t) U 

10 (ii)C l~6 7';V^l>'>^ 

(iii) C 2 ~ 6 T;i/'ir - U >^ 

(iv) C 2 ~ 6 U >^ 

(v) -o- (ci~3:r;i/:^v» , 

(vi) -S- (C 1^3yj\/^\y» ^ 

15 (vii)-NR2°- (c i~3:p;i/:^u» , 

(viii) -C0NR2^- (C l-'3T;b=Jpix>) . 

(ix) - (Cl~3:r;i/^r^» -o- (C l-'3T;i/^r^» . 

(x) - (C l~3 7';i/^l^» -S- (C l'>'3 7';i/^rU» . 

(xi) - (Cl~3 7';i'dpi^» -NR^- (Cl~3:P;i/4rl/» > 

20 (jdi)- (ci~3:p;i/^ix» -C0NR21- (01 — 3 , 

(xiii) -Cy c 1^ 

(xiv) - (C1-'4t;1/^Ix» -Cycl^ 

(xv) -Cycl - (C1-'4t;1/^V» ^|gt)U 

(a)ci~6r;i/^;i/. (b)ci'-6 7';i/33^^, (c)^\n'^>m'^. (d)CH 
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F^. (6)CF3x (f)OCHF2. (g)0CF3. (h)zlc^s (i)bKDdpi/ (C 

i~4) 7;i/=^;k 

R^UTmrn^f. ci~4 7';i/^;k -so^ (ci~4) t;v=^;k 

5 R^HiTk^M^^fei* c 1 ~ 4 r;v=3p;i/^^t> b> 

CycUici—e t;v^;k c i 6 c i 6 

C2~6 7';i"ir^;W C 2~6T;i/=^r:;K >'^Dy>M^. CHFa^ CF3> 

10 b^ 

B^ttc 3 ~ 1 2 0Mm^^\^^it=Mommm. s - 1 2 mo^m^ 

R C 1 ~ 6 T;V^;K C 1 6 C 1 ^ 6 C 2 

~6T;i/'ir-;K C 2 ~ 6 .'Nn-ifVlid^s CHFg. CFg^ 

-D-R3*s_A-R^lcMb-rB^tC:^-;i/h fitX-Jg-^-r S ^l*> ntt 1 ^ 
fc«:2^^t>U 

20 n(iO. l^fel±2*^t)U 

(1) (i)- (C 1'-4t;1/=3PV>s C2 — 47;i/'^-V>*:fe:{*C2-'4r 
-Cy c 2x 

(ii)- (c i-4r;i/=3evy) -z-Cyc3. 

25 (iii)-NR2^R^=s -S (O) pR^«. t^TJ. -NR"C0R2^ -NR^'S 
O 2 *5 <tt>*- N R2" C O N R2*R2=3l»» ^MitM&i^ ^ Tglfe^ tlT V^ 
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■5 c 1 ~ 4 

(iv)C l-'4:7';H3^$/ (0 1 — 4) T'^l/n^^i/^ -NR^^COR^^ -CO 
R^\ -OSOzR^. -NR"S02R^,:feJ:Uf-NR^'C0NR»*R«i^^, 

5 (v) l~5M©R'«>-egJ^^nT:fe»3. 5 "fe. H®©R^°f±jfiJ-r3S© 1 

ffiAi;^©<5ig(c:SifebT C 3 ~ 7 ^fett 3 ~ 6 M©#^ 

(vi) l-«'5M©R*»-^S^fe^tLTV^S**afeSV^^±^^ftg^^|©C8'-l 5CD#3^ 

10 mmm. 

(vii) -T-Cy c 5. 

(viii) -L-Cyc6-l. -L- iCa-^et^^^UTfV^JV) , -L-CHg 
- (C3~6i'i'D:P;i/:^;i.) , -L- iC 2'^4T)V^]y» -Cyc6- 
2> :|3J:ZJf-L- (C 1-'4:f;V^^1x» q-Cyc6-3**^S«n-S»(« 

15 4'> C3~6i^^^D7^;l/=^^;Wil'-5MOR^°{c:J:^T^^t^TV^S*»^fe5 

(2) 0)73ly':^$^, 

(m)tKO:^5^ (CI -4) 7';i/^;k 
20 (iv)Cl-4 7';i/3dpS^ (Cl~4) j^JV^;W t.tzit 

(v)- (ci-4 7;i/^v>') -o-^>s?ju, ^feti 

(3) (i)C2~6 7';V>^-;K 
(ii)C2-'6T;i/=i|r^;W 

25 (iv)^^:?^^. 
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(vii) -CONR^^R^. 

(viii) -s (o) p- (ci-4) t;v^-;k 

(ix) -S (0) p-CHFa. 
5 (x)-S (0) p-NR=»R"> 

(xi) -o- (C3~6) t;i/=3^-;k 

(xii) -0-CHF2. t.itlt 

(xiii) CS^lt^^Xi T)\y^}^^Mt> U 

R^it^^^. c1'-4t;v=^;k -SO^- (C1--4) T;WV*fc:l* 
10 C 2 5 Ti^)l^^^t> U 

R^^tiTKI^M^. C1~4T;1/=^;K 7x.^;v*fei*7ic-;KCl'-4) T 

R2^:fe J;t5R='=^*^*l'^^^3ibt^ 7Xf^M^> 0 1-4 t;v=3p;w C y c 4 
tfeii (C1~4T;V^V>) -Cyc4?^^t)U 
15 R26(ic l~4T;i/=3f;i/^fc{iCy c 4*^t>U> 

R2^«±2k^M^. C1~4T;WI/> -OR^^*:fettCyc 4 ^^t)U 
R»liCl~4T;v^;K Cyc4*feti- (C 1-4T;V^V>') -Cyc 
4?^^*)U 

R»{i7j<f^M^> 01-47;^^;^ Cyc4^fe» (C1'-47;V=¥V» 
20 — Cyc4^^t)l/N 

CF3. 0CF3> SCF3^ CHF2. OCHFas SCHF^s * 
^ i/T^. -bP^ -NR»^R^> -CONR"R''^ >}^;V^;K C2~ 

5rs^;K tKD^i/ (ci-4) r;v^;K c i-4:p;v=»^5^ (ci~ 
25 4) 7^;^=^;^. c i~4t;i/^;v^:^ (0 1-4) - (0 1-4 

-conr^^r'\ -SO2 (ci-4) 7-;^=^;^^ -nr"c 

874 



wo 03/016254 



PCT/JP02/08120 



O- (0 1-4) :r;i/=3p;K -NR^sOg- (Cl-4) :r;i/^;K ^>^J 

03-^7 (ommmmm. s-^imom^mm. - (ci- 

4TJV^U» -NR^iR^, -M- ( C 3 - 7 ^tzi±-M- 

T®(a)~(l)^3^■r*^c:<^;^-Cgi^^tv■CV^■r4) J:v^ : 
(a) C 1 — 6 :p;I/:^;K (b) C 2 6 T'JVir—j]/^ (c) C 2 — 6 (d) 
C 1-'6t;1/=i^$/'. (e)C l-'6 7';mr;i/^::rx (f)>'^D^f>Jl^^ (g)CH 
(h)CF3. (i)^hn. (k)*^3£^ (1)7^ y ; 

10 MI*-0-^ -S-s Cl'>-4TJV^]y>^ -O- (C 1 ~4 

-S- (C l~4:F;VdrV» - (C l~47';i/^l/» 

^jfett- (c i~47;i/^ix» -s-s^t>u 

15 Cy c 2ttl~5f@®R^°lcicfcoTai^^tiTV^:2>*i$)^VN{*^®|fec?)C3 

Zt±-0-. -S (O) -NR^-s -NR28CO-^ -NR^^SOa-^ 

-NR*''- (C1'-4T;1/^1^» -S (O) p- (C1~4T;I.^1/» 

20 -o- (C2~4t;i/^i/» -NR^^co- (c 1 ^ 4 V » . 

^feJi-NR'^^SOg- (Cl~47;mrlx» ^^fcU 

C y c 3 1 - 5 M © R tc J; ^ T « S V A ti^tt^l© C 3 

C y c 4 fi 1 - S^acR^^lc: J;oTg^Sl^^^TV^§i^^*^SV^^±^ftMiSI® C 3 
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T\^-0-, -NR^^-x -O- (C 1~4t;1/:3s^1/» -s 
5 t)U 

C y c 5 1 ~ 5 ffl©R^°l:: J: ^ TSIfe^ tt-C V^ S S V^W 
L - O - ^ :te:{i- N R^^- <&^t) U 

10 c y c 6 - 1 ^±^^2^■r 1 TO±©R'«''e®*si^tutv>5 7 :^—n 

Cy c 6-2{±> l-5McDR^°l-J:o-CSf^^tt-CV^S^*^2 
C 3 - 6 ©.^i^t^^^t) U 

Cy c 6-3tt. l-5^CDR»°fc<toTMife^tfrv>SA**« 
15 C 7 ~ 1 5 O^Ms :fel*=S^i^^*^*> 

R^^:feJ;tJ^R^*t±^tv^M4t3tb-C. 7j<I^M^^ Cl-'47';i/^ 

20 ^*^<£:at»b. 

D{±. (1) j^^M^. a^H^s ^^m^^feJ^-fJ^i^M^*^ 

*^^-^v^-t%J:<^ ^fc5t3SmJil'-4M©R^'^S^^*T't 
(2) j^^Md^. ^3^0^. a^^*3J:tmStM^*^^^« 
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^izf3t^Xs - (CH2) m^. yiii'-4<femt>fo ) ^mmx^x^ 
(3) mMM"?. mmm^. mm^:isxxmmm^±i'^jm£mm'7-7'- 

i:— Itic&o-c. - (CH2) y-^m^vx^X\,\ 

R*''\±^ (a) C 1 8 T;Vdp;K (b) C 2 — 8 ;K (c) C 2 ~ 8 7;^:^ 

10 (d);r^V. (e)/APe7'>'M^. (f)CF3. (g)zfc^a. (h)Cl~6T 

(i) C 2 — 6 7';v>r^;i/:r^rt^^ (j) C 2 ~ 6 (k) 
0CF3> (1)-S (O) p- (0 1-6) TJV^JW (m)-S (O) p- (C 
2~8) T;V^r-;K (n)-S (O) p- (02 — 6) 7';V^-;K (0)02 — 
5:F$^;K (p)Cyc9. (q)C l-'4 7';i/3:^iy (C1--4) 
15 (O^'Nnef^M^. CF3. OCF3. 7jc^a^ c l~47;V3dp$^^ 

-S (O) p- (Cl~6) T;mr;K Cyc9^ :feJ:UfC l-4 7;i/zmr^ 

(c 1—4) 7';^33^i/*^e,3®«^^-5ail^fe{i2M•cfi^^^^nTv^*c 1 

'-'8 7';mr;K c 2--8 7';v^-;i/^}fetiC2 — 8 7;v:^— ;i/*^t)-ri&^. 

20 2ffl<DR*°{±^tbe>AS?^'^bTV^S^«5©m©M^^:— ^^^c:5&^■r^C3~l 5 

:s>^^am^^ 1 *feJ±2^^%-rs 3~ 1 5M©-^^ r:3gafes^,^^i=3^ 
©^3S**fc b. * fc^i^^^:}3 «tt;f^^{* 0 1-4 TJV^JU. C 1 ~ 
4:r;v=»drix. C2~5 7S^;K SO2 ( C 1 ~ 4 :p;i/:a[^;i/K 7 3i-;k ^ 
25 J;l|f7 (0 1 — 4) r;i/^r;i^d»e>3g«^x:5« 1 — 3M■egife^tV•rv^ 
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C y c 9 1± 1 — 5 R*'7?iSlfe^ nt: V>2> S V^^i^g^^|^D C 3 - 6 © 
'-4T;i/=r^2^ (0 1 — 4) TJV^JW npyvj©^. CF3^ OCFg^ S 

5 CFas 7X^^ i^Ty. 3j^;v^;K ca-ST^s^M -sog- (01-4) 
t;v^;k -nr^^co- (ci~4) t;v*;k ^>v^^;v*;fett^=^v<fe 

R^tt, (1) ci~6t;v^;k ^feti 

(2) l'>'5^©R^''-?!g|^^^tbTV^S**&SV^{±^ig^feCDC3-'l 50#3^ 
10 --m^^^^l^^Momm^s * fe^ a - 1 5 z:^^ s v>td:=^0 

Rf2{i^ (a)C 1~6T;1/^;K (b)C l~6T;V:3JpS/^ (c)C 1 ~ 6 7';P=^ 
)]/^^^ (d)/\Dy>m^> (e)i/Ty> (f)CF3^ (g)CHF2. (h)OCF3> 
(i)0CHF2. (j)SCF3s (k)-NR«R^\ (l)-S02R*^ (m)-NR« 
15 COR^'. (n)7j<m^ (o);t=¥V. (p) C 1 -4 (0 1-4) r>>V 
(q)CyclO. (r)C l-GT^l/^VV-Cy c 1 0. (s)-CO-C 
yclO. (t)-W-CyclO. (u)- (C1~6T;1/^^» -W-Cy 
clOs (v)-w- (C l~6:r;i/:3pv>) -CyclO^ *fe«(w)- (C 
i~6t;i/=3e^v» -w- (c 1'-6t;v^v>) -cycio^^t>u 
20 R^3*5 j:t^*R^''^±^i^^n3teb■r. 7j<*M^^;fei*C 1 — 4 :r;i':3p;L'^^*) 
b^ 

R'*ni7jc^M?* ifctt c 1 ~ 4 T;v=3f^;v^^mt> bx 

25 Cycl 0{±J^:;-F©(a)-'(j)lC^srfima;iP^?l(^n2> l~5MO»T-«il 
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(a)C l'-'4T;i/^r;Px (b)C2~5T:^;K (c)C 1-^ 4TJ\^Zi^Sy^ (d)/\ 

xj^>m'^. U)7m^ (f)-hD. (g)->7yx (h):r^>^ (OCFsx (j) 

0CF3^ 

5 W«-0-. -S (O) p-*fe{i-NR«-^&St)U 

2. — jISS; (I) n*si*:fe:ti2'r^t)^ 
10 QHfi. (1) (i)- iC l'^4-r;U^U>^ C2--4:TJV^=-]^>^tci^C2 
~47';i'^— -Cy c 2s 

(ii) - (Cl-'47';i/^rV» -Z-Cyc3. 

(iii) -NR24R2s^ -S (O) pR2\ S/iJ'y's -NR"COR2\ -NR^^ 

(iv) C l~4 7';i'3:aFi^ (Cl~4) -NR23C0R2\ -CO 

-OS02R2\ -NR23S02R28, :j3J:V-NR23CONR**R* 

(v) l~5M(?)R^°T-ajfe^n-ri5»3s iPt^^CD^:^ lM©R»°fiiej^^£D 

(vi) l~5<®©R«°"^gg|^J^t:V^S**feSV^^«g^fe®C8~l 5©^^. 

25 (vii)-T-Cy c 5s 

(viii)-L-Cy c 6- Is -L- (C2~4T;mrV» -Cyc6-2x 
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^XV^-L- (C 1^4T)V^ly» q-Cy c 6 - 3*»^^«HSIS'C$> t)> 

Difi. (1) mmm^. mmmi'. ^M^43j;«itJ^^*^e.^«nsM 

^^^t?v^T * i < > 1 - 40©R * °T-mife$ tut v^t J; < ^ 

5 (2) mmm'?. mmm^f. mmm^:is^xmmm^tf>^m\tfi^m=?3- 
:sR**^-l^^-^o•r- (CH2) y-*0figuTt)J:v^lS^©^5ffll^3fam 

10 (Dit-^o 

3 . D*s. ( 1 ) J^^M^^ J^-y^S^^M^^^*^ ^^{^ 

15 *b J;VnM^©^H 2 icMC^fb-^o 

4 . D ( 2 ) j^M^s ^M?43 .tzmitii-?*^ ^mit 
20 J;<. R33^)S^'&u-tv^sM^^cgi^bTv^SR"°^*^ R' 

5. -j^^ (I) n;?)Sl*:fe^*2-t&D^ 
25 (2) (i)7 3i^^>>^ 
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(iii) tKP^sx (ci~4) 

(iv) C l~4 7;i/:3^S^ (CI — 4) T)\/^JW 

(v) - (C l~4 7';i/=^V» -O- (C 1'-'4T;1/^1/>) -Cyc7T?a& 

5 DA$. (2) j^^M^. mmmi^. mmm'?:^xv^mnm^ii'^m\tn^m 

»T-feSR"t— j^lc::&oT- (CHg) y-^?^^UT*) J;V^M^0|5H 1 
10 tc:SB«cD'fb'&^a 

6. -flSi^ (I) 4»x iiAsi*;fey:2-C$.Dx 
QiJ$ (3) (i) C 2 ~ 6 ;k 
(ii)C 2-'6 7';p^n;K 
15 (iii) l~3i@®>'^P'y>M^Flc:J:oT»^fe$nTV^SC 1~6 7;V^;K 

(vi) -NR^*R^\ 

(vii) -CONR33R3\ 

20 (viii)-S (O) p- (ci~4) ;k 

(ix) -S (O) p-CHFa^ 

(x) -S (O) p-NR3»R3^ 

(xi) -O- (C3~6) TJV^—J]/^ 
(>di)-0-CHF2> ^tci^ 

25 (xm)C3~7S/i70:p;i/:^;i/T?2fet)^ 
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5 7. -HIS!^ (I) •t'x nASO-efeDs 

T'feJ:<s 2ffl®R*°-t•gm^^^TV^•t^)J:<^ ^^(3 

SR^'^ii-i^lii^fcot- (CHg) y-^Jg^U-C'feJ;vMt^©|gHlK:l3« 

15 

8. -JiSS:(I)4•^ n*sO. l^fc{*2ffet)x 

Q*s (1) (0- (C l~4 7';V^l/>. C2-'4T;V'5r-V>^fe{iC2~ 
4T;V=3p— V>) -Cyc2x 
(ii)- (C1~47';V^V>) -Z-Cyc3^ 
20 (m)-NR24R2\ _s (O) pR2«, >>Ty. -NR2^C0R''\ -NR" 
S02R^^ :j3J:t;^-NR23CONR2*R='^A^5)MJ^n§»l-J:-5t«m^ 

l^t:v^^ c 1 ~ 4 t;v=^;k 

(iv)Cl'-4T;i/=i^S^ (Cl~4) 7;i/=J:^r^>. -NR2^COR2\ -C 
0R2\ -0S02R^\ -NR^SO^R^^^ :j3J:t;«-NR2«CONR^* 

25 R2«A^i^^«tt§«. 
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1 mmoiSLmizmm ut ^ c 3 ~ 7 om^mmm. * 3 ~ e mom 

(vi) l'-5M©R^°-eMl^&^tt-rv^aA»^-5v^^i^gife©c8'>'l 5(omms 
5 m^m. 

(vii) -T-Cy c 5x 

(vm)-L-Cy c 6 - 1^ -L- (C2~4 7';i/^V» -Cyc6-2* 
fzit-h- {C1^AT)V^V» ,-Cyc6-3. 
(2) (i)73iy^r2^. 
10 (ii)^>$^;i/;^-:^:^', 

(iii) t KD:^S>' (cl-4) •r)]y^)W 

(iv) c i~4 7';i/n=^5^ (ci~4) :p;i/4r;K 

(v) - (C l-4T>>l/#l/» -O- (C l~4r;i/^l/» -Cyc7. ^ 
15 (3) (i)C2-6 7';i/>r-;K 

(ii) c 2 ~ 6 7';i/^^;k 

(iii) 1 -SMo/ND-r vM^tcio-rajfe^nxvAS ci ~ 6 t'^p^j^m 

(v)r: h Ds 
20 (vi)-NR33R3\ 

(vn)-CONR33j^34^ 

(viii) -s (O) p- (Cl~4) t;v:^^;k 

(ix) -S (O) p-CHFa^ 

(x) -S (O) p-NR"R34^ 

25 (xi)-o- (C3~6) -rjv^-jv^ 

(xii)-0-CHF2x 
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t!^:s>R^''t-mi^^-oX- (CH2) y-^?^^^UT%J:v^^^a)S5HlK: 
9 . ^t-^ifi 

10 (1) (2E) -3- (2- (:^:7^l/>-2->f;V^ h^S^) -4- (1^^ 

(2) 3 - ( 2 - 7 1 ^^-4-731^ 

(3) (2E) -3- (2- (:^7^V>-2-'f;^P«^;V) -4-73i>':5E^ 

(4) (2E) -3- (2- (:^7^^>-2->r;^^^>'^) -4- (tr^y 

(5) (2E) -3- (2-^>^;v-4-7 3^^^$^^5^;i':7 3i— ;v) -2 
20 (6) 3- (2- 2— f;i/p<9=-;i') -4-7^^^ 

(7) 3- (2- (:^7:J7^>-2--^;^^5^;^) -4- 

(8) (2E) >'V-3 - (2- (:^7^l/>-2 — f 

(9) (2E) -N- (5-:/0^-2-^ h#^7air:;i':^;V5^— >^v) -3 
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- (2- (:^7^i/>-2 — r;v^5^;i/) - 4-:^ ^i^jA^jiy 3L-J]/) 

(10) (2E) -N — 7:iin;i/:^;i/7jx-;i/-3- (2 - (::^7^^>-2 — T 

-4- (t:^^/— 1 — f;v^5^;v) :7ai^;v) -2-:7'd^ 

5 b% 

(11) (2E) -N— (5-:rD^-2-p< h^S/7 3:::::^;i/>^;V7}N-;i/) -3 

- (2- (:^7^v>-2 — -4- 1 — f >>i/p« 

(12) (2E) -N- (5-:rD^-2->« 3i—)\/:^JV:i^—)]/) -3 
10 - (2 -^vi?;!/- 4- 1 — f 7jtr:;i/) -2- 

(13) (2E) -N— (5 -:^D^-2-;»< hi|rS^:7 3i-;i/:;^;V7ix-;i/) -3 

(14) N— (5-:rp^-2 h:^^S/7 3iri;v;:^;i/7}N-;i/) -3-(2- C:^ 

(15) N- (5-1^X1'^- 2 h^i^y :^—J\^y.fU^—JV) - 3 - (2 - (-^ 

7^i/>-2->f ;i/^5=-;i/) -4- (t:^\/— — f;v^5^;i/) 7^^^ 

20 (16) 2- (5 - (t:^\/— — r;vp«^;v) -2 - (:^7^i'>-2- 
>f;i/^^;i/) v-f > KU >-3-:^>- 1 — r^W 

(17) 2- (5-7ai>':3pSx^^;i/-2- (:^7i5'l/>-2— f;V;»«^;i/) >f 
V'f > h* U >- 3 1 ->f ;v) fi^^, 

(18) 2- (5- (4-S^:7^y -2- (::^7^l/>-2- 

25 >f v-r > K u >- 3 1 ->r;v) ff^^ 

(19) 2- (5- (b:^\/— — r;i/p«^;v) - 2- (:^:7^i/>-i- 
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-rv-oHuv-a-^tv- 1— mm-. 

(21) N- (3, 4-i^7;i/:^n7 3:^;px;i/7iK-;v) -2- (5- {\£^'J 

5 - 2- (±y^V>-i--(}V;A^JV) 

U>-3-:^>- 1— <;i/) WmtTKY. 

(22) N- (3, 4-S^7;v:^D7 3i-;i/x;i/7i^r:;i/) - 2- (5-:7 3i^:^ 
2/'^5^;V-2- (3-^5^;i/-l-7i-;i/>^5=-;V) -f v-f >^•u>-3- 
10 (23) 3- (2- ( (3-^5=-;i/:/5^;v) *;w^^-f;v) -4-7 3i>'^i/^ 

(24) N-7 3i-;i/::^;i/j^— ;i/-3- (2- ( (3-^^;v>^5^;i') *;wn*^ 

15 

1 0 . ih^W 

(1) (2E) -3- (2- (2- (±y^V>-2 — f;i/) 3ih:3p5^) -4 

(2) (2E) - 3- (2- (2 - (2, 5, 7, 8 -t^ h 6 

20 b^rs^^n -ry- 2 --f;!/) aih^rS/) -4- (-f ^ 1 — r;vj>< 

(3) (2E) -3- (2- (2- (2, 5, 7, 8 -5" h^p«5^;i/i^n x'y 

-2— r;i/) 3ih^^') -4- ('T ^ 1 — f;i/p«5=-;v) 73i::i;i/) 

-2-7'D^>^^ 

25 (4) (2E) -3- (2- (2- (2, 5, 7, 8 —5" h^^5^;i/- 6 - 1 

]«D^i/^j7Dv>-2— f;!/) -4- (tf^v*— — r;i/p« 
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(5) (2E) -3- (2- (3-7aiy:^2/rD4<ds^i/) -4- ^^^J 

(6) (2E) -3- (2- (4-7 3iy^r$/::^h^rS^) -4- (4 K^^J— 
)V- 1-^ 7 -2— ITD^^^^ 

(7) (2E) -3- (2- (2- (^7nv>-2->r;i/) aih^i^J^) -4- 

(8) (2E) -3- (2- (2- (:^:7^l/>-2->f a^h^rS^) -4 

- (>r ^iJ^\/— f;i/;<5=-;i/) -2-:7'd^>^> 

(9) (2E) -3- (2- (2- (^>\/7^>-2->r;i/) ^h=J!r5^) - 
4- (-f ^^V^— 1 ->f ^J^r:;!/) -2-rn^>^^ 

(10) (2E) -3- (2- (2- (2, 5, 7, 8 -t^ h^^^;V- 6 - 1 
KP^S/^nv>-2— f ^l') cnh=3p^) -4- (2-^5^;V'r ^^v/— ;v 

(11) 3- (2- (2- (i-Z7^u>-2 — fJV) 3ihie^) -4- (t^^y 

(12) (2E) -3- (2- (2- (2, 5, 7, 8 -5r 6 - 1 
l«D:?FS/;57D x'>-2-'f;i') -4- (2H-1, 2, S-hU 

(13) (2E) -3- (2- (2- (2, 5, 7, 8 -t^ h 6 - 1 
Kn:^->;5^DV>-2 — f;i/) ^h:?p^) -4- (lH-1, 2, 3-hU 

1 ->r ;v^5^;v) :7 - 2 -7'n'^>^^ 

(14) (2E) -3- (2- (2- (:^7t$^^>-2— f;i/) aih^r^) -4 
-'^>t?;i/7 3i-;i.) -2->^P^>^. 

(15) (2E) -3- (2- (2- (:^:7;$^l/>-2->f;i/) -4 

- (^:4-:7 3i>-2--r;i/>?<5^>»V) 7 31— -2-yu^>m^^ 
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(16) (2E) -3- (2- (2- (:^7a'V>-2-'f;V) a^h^S^) -4 

(17) 4- (2- (2- (±7iS'l/>-2— Jihipi/) -4- (l^^^-/ 

5 (18) (2E) -3- (2- (2- r;V) :i^b=3p-» -4 

- (iif^y— ;w- 1— f;v^5^>'i^) 7ai^;i/) -2-rn^>^> 

(19) (2E) -3- (2- (3- (:^7^V>-2-^;i/) :7-n4^^e/) - 
4- (tf^^>^— ;v- 1— f-'v^^-'v) 7 -2-rn'^>^s 

(20) (2E) -3- (2- (2- ii-:7^]y>-2-^M -4 

10 -7 3iy:3es^^9=-;v7a:-;v) -2-7"n^y^> 

(21) 2- (2- (2- ii-y^U>-2—()V) -4- (t^^^-/ 

(22) (2E) -3- (2- (2- (:^:7^7^>-2— f;V) :3ih=3f.s/) -4 
15 (23) 2- (2- (2- (:^:7^l/>-2— f;V) J^b=^P-» -4- (l^^^-^ 

(24) (2E) - 3- (2 - (2 - (:^7^5'W'>-2-'f;V) :nh^S^) -4 

-s^;^^;ivT^>'pi5=-;i/7i— ;v) -2-:7'o^>^n 

(25) (2E) -3 - (2- (2-7x-;V^h:3P5^) -4- 

20 1— 7air:;i/) -2-:ro^>^^ 

(26) (2E) -3- (2- (:h7i5^V>-2-^;P^ h^i^^^;!/) -4- 

(27) (2E) -3- (2- ( (3E) - 4 -7 3 -•:ry^=-)V:t^^) 
-4- (i^^>>^-;v- -2-rn^>m> 

25 (28) (2E) -3- (2- ( 2 - 1 h'n=^i^- 3 -37 ie$/7-D>i^^$^) 
-4- (if^\/-;v-l->r;vpi5=-;i/) -2-yu^>m. 
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(29) (2E) - 3- (2 - (2- (1, 4-^>ys^;^-:^-b->-6— r;i/) 

(30) (2E) - 3- (2- (2 - (1, 4-^>^Ji?:t^1^>-2--()V) 
5 :x.h^i^) -4- (l^^y— 1 --f;V^5^;i/) :7a:-;i/) _2-rD^ 

(31) (2E) -3- (2- (2- (:^7^^>-2— f ;V) a:b^rS^) -4 

(32) (2E) -3- (2- (2- ii-^'$'U>-2--fJV:t^iy) 
10 -4- (tf^\/— — y^i—ju) -2-yu^>m^ 

(33) (2E) -3- (2- (2- (N-^>y'r;i'-N-^^;V7'^y) :c 

(34) (2E) -3- (2- (2- (:^7:5^V>-2 a^h^FS^) -4 
15 -:7 ji^;i/5^:rp«^;^:7 3Q-;i/) -2-7'D'^>^x 

(35) (2E) -3- (2- (2- )VT ^ ^) -4- (l^ 

^ 1 — f - 2 - irn 

(36) (2E) -3- (2- (2-p< h:^$^-3-7a:^:^^:rDJj<dp2,') - 

20 (37) (2E) -3- (2- (2-^ h:^2/-2- V>-2— r;i/) 
3:.h^rS^) -4— 1 -'f ;!/;>« Z7 -2-zru^ 

(38) (2E) -3- (2- i}^^'J—JV- l—( ;V;<^)V) -3- (2- (:^ 
:7^i/>-2 — r;v) 3ihdpi/) g=-:^:7ai>-4 — r;W -2-yu^>m>. 
25 (39) (2E) -3- (3- (2- UV- 2 ->f a^h^ri^) -4 

- (t:^>/— — r;u^^;i/) ^sr^^iv- 2 — r;i/) -2-yn^> 
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(40) (2E) -3- (2- (2- (±7^V>-2-^;i') J^b^rS/) -4 

(41) (2E) -3- (2- (2- (:^7^5'V>-2->r;V) a^b^i^) -4 

(42) (2E) -3- (2- (2- (Th^^S' V>- 2 -4 

10 (43) (2E) -3- (2- (2- (:^:7^v>-2-<;v) :rn^=3p$/) - 

(44) 3- (2- ( i±yS^\^>-2—()V) h=^5^) -4 - (1^ 

73i-;i/) 3?'D7l^'^s 

(45) 3- (2 - (2 - (^7^v>-2— f;v) j^h=^^^) -4- (ifn- 
15 1— y;1/^5^;1') :rn7i>^> 

(46) 3- (2- (2- i±y^V>-2-'i)^^) -4- (4-^ 

(47) 3_ (2- (2- (:^7^^>-2— f ;V) 3ih=3i^5/) -4- (3, 5 
20 (48) 3- (2- (2- (:J-:7^V>-2— r;i/) :3^h^i>') -4-7*-;V 

(49) 3- (2- (2- (1, l'-lf7:n-;W-4-'f;V) "4 

(50) 3- (2- (2- (^7^V>-2— aih^eS^) -4--^>^/-r 

(51) 3- (2- (2- (:^7^V'>-2-'f;i/) -4- (N--< 
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(52) 3- (2- (2- i±y^U>-2-^)V) x^h^i^) -4- (N-p< 

(53) 3- (2- (2- (:^7t5^V>-2— f;i/) a:hi\r^) _4_p{s>;i,3p 

(54) 3- (2- (2- (1, l'-lf7^:=:;i.-2— f;i/) cnhd^s;.) -4 

- (i^^v^— 1— f;i/j><5=-;v) rD7i>^, 

(55) 3- (2- (2 - (:^7i$'^>-2 -'f;!/) aih^ips^) -4- (✓sov? 

1— ^i-^v) T-n^^vgi^ 

(56) 3- (2- (2- (:J-7i5'l/>-2 oih^^s^) -4- (3-p? 

(57) 3- (2- (2- (:h7i5'lx>-2— r;i/) hd|pj/) -4-. (2-:^ 

(58) 3- (2- (2- (1, l*-tr7acn;i/-3-^;i/) o^hdj^i/) -4 

- (e^y— — r;M5^;i/) yuj^>m^ 

(59) 3- (2- (2- (:^7i5^ W-2— I';!/) o^h^r^/) -4-7ain;i/ 

(60) 3- (2- (2- (:^7^$^V>-2 — f JV) o^h^rS^) -4-:P-l2^;i/ 

(61) 3- (2- (2- {i-y^]y>-2—CJ]y) a^h^i^) -4- (2-p< 

5^;n:ry$^>-3-^';i.5j-=^e2/;^5=-;i/) :rD>'i>^, 

(62) 3- (2- (4-j^^)]y-2- 

5^) -4- (If^^/— — (JV^^JV) yun->m. 

(63) 3- (2- (2- (-<>V^^:^7:ii>-3 — f 3^ h:^$^) - 4- (tf 

^y— — r;i/^5^;i/) :7:iin;i/) irnv'i^^^ 

(64) 3- (2- (2- (:^7^^>-2— r;!/) Jih^rS^) -4- (1^U$^ 
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(65) 3- (2- (2- i^>\^-)V~l—()V) x.h^S>') -4- (l^^V 

— ;u- 1— f;M5^;v) rn7i>^, 

(66) 3- (2- (2- (l-^5=-;W>K-;i/-2— r;!/) J^h^i^) -4 

(67) 3- (2- (2- (^>\/5=-:*-7 3:>-2->f;i/) -4- (t^ 

1— r;v^^;i/) rD>''?>m. 

(68) 3- (2- (2- (^>y7^>-2->r;W - 4- (1^^ 
10 (69) 3- (2- (2- ii-y^]y>-2-^)V) JchdpS/) -4- (2-^ 

(70) 3- (2- (2- (±y^\y>-2—()]y) a^h=^S^) -4- (l^Ui? 

(71) 3- (2- (2- (^^a^VV-l-^f^V) :chi^rS^) -4- (If^^Z 

15 — — f;v^5^;i/) yj^=-)v) rn^ivM^ 

(72) 3- (2- (2- (iJ7Dx'>-2— f;V) 3ih:^$/) -4- (l^^^/— 

— f;i/p?^;i/) rn.'-^^m, 

(73) 3- (2- (2- (i-^^;w>K-;v-3-'f;i/) 3ih=3p$/) -4 
- (i^^y-;i/- 1— f;i/^5=-;v) rn^^^M^ 

20 (74) 3- (2- (2- (:h7i5'l/>-2— f;i/) :nh:ar$/) -4- (4-p« 

9^;i/-r ^^y— 1— f;v^5^;v) 73i-;i/) :7"d71>^, 

(75) 3- (2- (4-pi^;V-2- (r^^t^^ W-2— f;V) ^>'^;i/:^-=^ 

2^) -4- (tr^\/— r;i/;^5^;v) 7 rn7i>^> 

(76) 3- (2- (2- (±y^^y>-2—()]^) Jihdps^) -4- (2-i^ 

(77) 3- (2- (2->< hdpi/-2- (:^:7:5^1x>-2->f;U) :iih^5/') 
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-4- (e^y— ;p- 1 — :7ai-;i/) rro^s'^^, 

(78) 3- (2- (4-^5=-;i/-2-7ai— ;^^>^;l/2^:^$^) -4- (t;^ 

(79) 3- (2- (4-;><^;V-2-7ai-;i/^>5^;i/;4-:^$^) _4_73.y 

(80) 3- (2- (2- (:^7^^>-2— r;i/) 3ihd^$^) _4_:7acy:f^^ 

(81) 3- (2- (2- (1^7^ 2 — f;i/) rnhi^i/) -4-73:r:;i/ 
10 (82) 3- (2- (2- (:^7<5'l/>-2 — f;i/) :jih^iy) -4- (N-:7 

(83) 3- (2- (2- (±7^]y>-2-^JV) aih^i^) -4- (N-ai 

(84) 3- (2- (2- (:^:7^57lx>-2->r>>V) 3ih^i^) - 4- (3- (^^ 

15 ^y— 1 — r;u) rDtr;i/) yuj-^^m^ 

(85) 3- (2- (2- (:^7i^^^>-2— r;v) ^ih^s/) -4- (2-:;7 

(86) 3- (2- (2- (:^7i5^1x>-2-'r;i/) h^rS>') -4- (3-ix 
20 (87) 3- (2- (2- (rH:7 37lx>-2— r;i/) ^h^i/) -4- (2-p< 

(88) 3- (2- (2- (:^7^57^>-2 — (jv) -4- (2-;>« 

(89) 3- (2- (,2-7nL-jV3Lh^t^) -4-y3^^^->^^j],yai-j],) 
25 yu/-^>^^ 

(90) 3- (2- (2-7jcr:;]/jihd\^i/) -4- (if 1 
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(91) 3- (2- (4 -^5^;!/- 2- (3, 5 

(92) 3- (2- (4-^5^;i/-2- ( 4 -7;i/:^n - 3 

(93) 2- (2 - i2-y:i^~)\y:^h^iy) -4- (tf^^/-;!/- 1 —f;!/^ 

(94) 2- (2- (2- (:h7^j7V>-2— r;V) 3ih^i/) -4- (t!^V^ 

(95) 2- (2- (4-^^;v-2-7 3ii^;i/^>^;i/;t=^i^) -4 - (tf^ 

(96) 2- (2- (4-p<5^;V-2- (3, 5 -i>;^^?]^y 

:^-^->) -4- (br^\/— — f;i/p^5=-;i/) ^>i^;i/) 

15 (97) 3- (2- (4-p<5^;i/-2- (4-p? 3 - S^rT :3pl?--f > 

^>_6-^;i/) -4- (V^^\/— l--f;^^5^>'V) 

(98) 3- (2- (2- (:^7^l/>-2— f;i/) :i^h^S^) -4- (3-S^ 

20 (99) 3- (2- (2- (:^7i5'l/>-2--f;i/) J^h^i^) -4 - (2-^ 

(100) 3- (2- (2- (:)-7t5'V>-2— f;i/) -4- (t^U 

(101) 3- (2- (2- (^>\/-f;VT^y) 3ih=3r^) -4- (tf^^/— 

(102) 3- (2- (2- (7 3:r:;i/;:i;i/4^— -4- (t^ 
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(103) 3- (2- (2- (N-p«^;i/-N-73i^;i/>^;i//ix^;i/7'^>') 
h=Si=-i/) -4- (Vf^y— 1 ->r;vj>«^;i/) t'd^'S^^^ 

(104) 3- (2- {2-jih^ty-3-Z7 3L^:3(-i/zrm^3f.t^) -4- (bf 
5 ^v^— 1 --f :7*d/i>^^ 

(105) 3- (2- i2-:i^h^->-3-z7 3Lydf.i^-:ru7ii^^) -4- (i^ 

(106) 3- (2- (2- (:^7t^V>-2— a^h^rS:/) -4- (If^ 
10 (107) 3- (2- (2- (:h7^J?lx>-2 — r;i') :3^h=^\rJ^) -4- (1^^ 

V— 1 — f;pp«5^;i/) h^^-p :^=^jv} ya^^^m^ 

(108) 3- (2- (2- (^>y>f ^P- l--f;i/) -4 

(109) 3- (2- (4-^5^;i/-2- (4-7;i/;rn-3-^5^;i<'7 3i— ^i/) 
15 -4- (3-5^'7'y 7 3iy:J|r$/^5^;i/) 73i^;i/) y'n^^ 

(110) 3- (2- (4-p«^;i/-2- (4-7;i/;4-D-3-pl5=-;V7 3i^;i/) 

(111) 3- (2- (2- (2-^5^;p^>\/-f 1 ->f oi h 
20 -4- dr^^/—;!/- 1 — f yuj-i^m^ 

(112) 3- (2- (2- (IH — f>^'J—;V-l—fJ]/) 3ih:^S^) -4 

(113) 3- (2- (2- (2H-^>\/h UT'V^— ;i'-2->r>>I/) 3^h=^^) 
-4- (l^^\/— 1 --f;i/^5=-;i') rn^^v^^ 

25 (114) 3- (2- (2- (lH-^>\/hU7\/— h=3pS^) 

-4- (tr^\/— i->f;i/^5=-;v) ;v) rn^'^^^^ 
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(115) 3- (2- (2- ( (3-^^;i/^>V^-l'>'l') T^^) 3ih='P^') - 

(116) 3- (2- (2- ( i3-;^h^i^-<>'J^}^) y^^^) 

5 (117) 3- (2- (2- ( (^7^v>-2— f;v*;v^-;v) T^^) ^ 

(118) 3- (2- (2- ( (4-^ h=^ri^^>^^^>'^) nihdrS/) 

-4- (ti^-;f-;v- l-'f;i/pi^^i') :7'DM>m^ 

(119) 3- (2- (2- ( (4-i^OP^>V^-f>'V) TK/) - 

(120) 3- (2- (4-^5^;v-2-^>^/'r;v7'^^^>5^;v^=^^» - 

(121) 3- (2- (2- (:h7^l/>-2— f;v) xb^pi/) -4- (4- 

15 (122) 3- (2- (2- (:f-7^i/>-2— r;v) -4- (^;v 

(123) 3- (2- (2- (4-p<^;v^>^>^'r;i'7'^y) 3^h^^» -4- 

(124) 3- (2- (2- (:?-7^l'>-l-'f>'V*>'V'^->'^7^'^) xh=^ 

(125) 3- (2- (2- (2-^>i^;V:t';V>}?-;v:^^y) :x.hde$/) -4 

- (t:^v^— 1— 7^-;^) 7•D>'1>^^ 

(126) 3- (2- (2- (2-p<^;i/-^>V^'f;V:^^>') ^b=^^» "4- 
25 (127) 3- (2- (2- (2-i'nn-<>-/-r;i':F^y) ci^b^aps/) -4- 
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(128) 3- (2- (2- (2-^ h^i^^>'J-()\^7'5.J) oih^pi^) -4 

- (tr^y— 1— r;v^5^;i/) :7'd>''?>^, 

(129) 3- (2-7a;r:;i/A;w^^-r;i/^ h:^pS/-4- 
-f yu^^>m. 

5 (130) 3- (2- (:^7^J'V>- 1 — r';i/*;wT^'i';i/^ h^rS^) -4- (tf 
— ^m^;!/) :rD7i>^^ 

(131) 3- (2- (:^7^J'^>-2— r;i'*;w^^'f;i/;>< h^S^") - 4- (tf 

(132) 3- (2- (3 -7 31— >H/rDsJ«:^S/) -4-7ziiy'i|[^i/p{5^;i/7 3i 
10 :rD.'"?>^, 

(133) 3- (2- (4-71— ;i/:rh^S^) -4-7^1^ dp$/'^5^;P7ain 

(134) 3- (2- (2- (±7t^'lx>-2 — r;i/) ^nh^^S/) -4- (4- 
^^;i/tf^^$;>- 1 — r;i/^^;i/) 7ji^;1/) T'n^i:/^, 

15 (135) 2- ( (2- (2- (:^7a'l/>-2— r;i/) :nhd|rt^) -4- (l^ 

— r;i/;^5^;i/) ^>s^;i/) t'^^') WM. 

(136) 2- (N-^^;i/-N- (2- (2- (:^7^l/>-2-'f;V) h 

=¥5/') -4- (i^^\/— 1 --r;i/;j«^;b) b^^, 

(137) 2- (N-^S^;i/-N- (2- (2- (:?-7^l^>-2--i';i/) 
20 ^i^) -4- (i^^\/— 1 — r;vp«^;i/) ^>s^;i/) T'^y) i^^^ 

(138) 2- (2- (:^7^5'^>-2— a:.h=^lrS>') -4- ;i/ 

- 1 — r;v^^;i/) 

(139) 3- (2- (2- (:h7^lx>-2— r;V) ^h=^^S^) -4- (IfU 
25 (140) 3- (2- (2- (±7^l^>-2-'i';i/) Jih^$^) -4- (5=-7 
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(141) 3- (2- (2-i/^ti^^t/)\y:^^t^^h^i^) -4- (l^^V^— 

(142) 3- (2- (^>s^;v?ij;wN*^w;i/p« h^i^) -4- (i^^y— 

5 (143) 3- (2- ( :^3;v/^^'f;^^ h=^i') -4- 

(144) 3- (2- (2- (3-^on^>V^'r;VT^y) J^h^S^) -4- 

(145) 2- (2- (2- (:)-7i5'V>-2->f;V) ath:3p$/) -4- (1^^ 

(146) 3- (2- (2- (l-:r^V-l, 2, 3, 4-7^ t: KD-f V 
df.y i; >- 2 3ih:^r5^) -4- ( l^^ l—f>'l'^5^;i') 7 

(147) 3- (2- (2- (:^7^V>-2-'f;i/) -4- (2- 

(148) 3- (2- (2- (5^;r7:.i>-2-^;i/) Jih^i^) -4- (tf^ 

(149) 3- (2- (2- (^:r7ai>-3->f;v) aibdps/) -4- (If"^ 

20 (150) 3- (2- {3—>^u-^^->Ayu7^^i^) -4- (t:^v^-;w- 

(151) 3- (2- (2-7xy^>>j^h^2/) -4- (vf^y— 1— T 

7 3:— ;v) 7'n;'?>^> 

(152) 3- (2- (2- (N-^^>>V-N-7ai-;vr^^) 3^h^5^) - 
25 4- (if^\;-;i/- l—f ;i/^^>'i^) :7 3i^;v) rD;i>mv 

(153) 3- (2- (2-7x-;i/J^h:3pS^) -4- (3-->:F^7xy:3^S/ 
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(154) 3- (2- (2-y ^—}V3^h^-» -4- (2-^X3X3-4-:^^ 

(155) 3- (2- (3-7 3i-;i/rD7if:^>» -4- (l^^y— l->f 
5 :7ain;v) 7*n/i>^, 

(156) 3- (2- (4--:7 :i^-jvyh^i^) -4- (i^^vT— 1— 

(157) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h 6 - 

t KD:^i/t;7Dv>-2 — f;i/) aihdpi^) -4- ('f ^ 1 f 
10 ;v^5^;i/) -2-y°ti^>m^ 

(158) 3- (2- (3, 3-S^7 3iZL;i/7-D7j<^rt^) -4- (If^y— 

(159) 3- (2- (2- (N, N-s;7ai-;i/:p* aih:^^/) - 4- (Vf 
^\/— 1 --f :rD>'i>^, 

15 (160) 3- (2- (2- (4 1 -.f;!/) aih^i^) 
-4- (tf^y— l-^;i/^5^;i/) ro^'l^i^^ 
(161) 3- (2- (2- (4-7ai-;i/- 1, 2, 3, 6-5^h^th*Dlf 

20 (162) 3- (2- (2- i4-'7:^—;v\^^iJi^>-l-^;v) Sih^Z^) 
-4- (tf^y— — r;i/p«5^;i/) 7x.n;v) t'D/I^^^ 

(163) 3- (2- (2- (:7it>'^rtf-S^>- 1 0— r;i/) J^h^S/) -4- 

1— yx.-^v') 7-d/i>^, 

(164) 4- (2- (2 -7zc-;i/a^h^$>') -4- (3-5^7^^ 
25 P?5^;i/) :7rc-;i/) ^^^J'^^^ 

(165) 4- (2- (2- (:^7i$^l/>-2 — f;V) aibd^ps/) -4- (3- 
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(166) 2- (2- (2- (i-y^ly>-2->()V) :x.h^i^) -4- (t^^ 

(167) 3- (2- (2- (2-pt^;V-f ^^^^^--'l^-l-^''^) ^^=^^» 

5 -4- (ii^v^-;i/-l->i'->i'^^''W 7 7'n-''?>mx 

(168) 3- (2- i5-y:^-}V^>'^M^i^) -4- (tf^y-;V- 1 

(169) 3- (2- (3- (N-pl5^;V-N-7x^;VT^^) :7-D3j<^:^) 

-4- (t:-7^/— ;v- i-'f;^^^''^) 7x-;i/) yiaj^>^^ 

10 (170) 3- (2- (2- (N-3i5^;V-N-7x^;VT^>') ci^b^i^) - 
4- {\f:=7^J—)\/- 1-^ )\^^^}^) 7xrz;v) 7*n^^>^. 
(171) 3- (2- (2- (N- (2-t.h*0=^i^^5^>'^) -N-7x-;bT 

15 (172) 3- (2- (2- (3- (lf^'>:^>-l-'r;V) 7xri;v) 

z/) -4- (t:^\/-;i/- 1— f;vp«5^>'i') ro/^^ms 

(173) 3- (2- (2- (3- (^;i/:l^';>-4-'r;W 7x^;V) J^h^ 

c^) _4_ (t:^y-;v- i->r;vpt5^;i') 7x-;v) 7-d>'"^v^> 

(174) 3- (2- (2- (^7;5'U>-2— 3ib:aes/) -4- (If^ 

(175) 3- (2- (2-tKn^S^-2- (:h7^ V>-2->r;i') 
5^) _4_ (3-S'ry7ai>'dpe^;^5^;i/) y'x^^^W 7'P/1>^> 

(176) 3- (2- (2- (1, 2, 3, 4-^h^th-n>fV^^U>-2 

:t.Y^i^) -4- (lf^^/-;i/- 1 ->f ;v^5^>'V') 7 xri;v) rn 

25 

(177) 3- (2- (2- (9-^^;w*;wW-;v-2->r;v) j^b^^') 
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(178) 3- (2- (2- (3- (4-p<5^;i/lf^^t;>- ^aiz:: 
-4- (t:^\/--;i/- 1 --f;i/p{^;p) 731— t'p-'I^ 

5 (179) 3 - (2- (2 - (3- (4-:r-fe5^;i/tr'^^s^>- 1 ->f 

(180) 3- (2- (2-7ai^;i,7^ya^h^*^) -4- (e^./— ;v_ 1 
10 (181) 3- (2- (2- (:^7^57l/>-2— f;V) :nh^-» -4- (N- 

(182) 3- (2- (2- i±7'$fV>-2->()V) ::i^h^t^) -4- (N- 

(183) 3- (2- ( (:^7^^'>- 1 — f :i7;w^^'i';v) -4- 
15 (2-^5^;i/7 3iy:3p^'^5^;v) t^^i^;!/) :7°d^i>^, 

(184) (2E) -3- (2- ( (:^7^^>- 1 — f;i/>(^;v) A;wt^>f 
;i/) -4- (l^^\/— — r;vp«5^;i/) 73i-;i/) -2-:7*o'^>^^ 

(185) 3- (2- ( *;w^^-r;v) -4- 
(tf^\/— 1 --f :7jL-;i/) :rn>'i>^, 

20 (186) (2E) -3- (2- ( (:J-:7^i^>-2 — r;Vp«5=-;i/) :i;;wt^-i' 
;i/) -4- (if^i/— 1 ys^-jv) -2—yu^>m-. 

(187) (2E) -3- (2- (N- 2 —f -N- 

p«^>>i/:t7;w^^-r;i/) -4- (li^^/— 1 7ai-;i/) - 

2 -yu^>m. 

25 (188) (2E) -3- (2- ( (:^7^$'^>-2 — f;i/^5^;i/) *;wt^-f 
-4-7 3iy:3!ri/;»C5^;i/:7 3i-;i/) -2-7"0'^>^^ 
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(189) (2E) -3- (2- ( i±-7^ly>-l—(Jl/jl^M itjji;^^^ 
-4-73iy:3p^;><5=-;i/7xr:;i/) -2-yu^>$^^ 

(190) 3- (2- ( (:^:7^? v>- 1 --r;M^;i/) ;«3;w'?^>f -4- 

5 (191) (2E) -3- (2 - (1- (:^7^V>- l->f x5^;i/) 
>'t^'r;i/) -4— :7 3c^dpj/;jl5=-;i'7 3in;i/) -2-7*D'^>^^ 

(192) 3- (2- ( 1 ->r;i'P<^;w) :jb;wN-^>f -4- 

(193) 3- (2- ( (:^7^V>-1 — 5t7;Wt^>f ;V) -4- 

10 (2, 5-s^^DD7i^:3F^.?<5=-;i') :7 3i— rD/i>^^ 

(194) 3- (2- ( (:h:7^v>- 1 — ?!7;w^^-f ;i/) -4- 
(2 -^^nn- 5 -p<5^;i'7aiy^2^^^;i/) 7ai— ^d/i>^x 

(195) 3- (2- ( (3-^5^;i/-i- f;i/) 

15 (196) 3- (2- ( (l-^5=-;i/-l- (^y^U^-l-^OV) 3^^)]/) 

*;WN-^-r;i') -4-7:ny'^e</^5^;i/7x^;i/) rn/"?>^. 

(197) 3- (2- ( ii-y^u>-i — r;vp<^;v) *;i/>'t^'f ;v) -4- 

(198) 3- (2- ( (th^tJ'i/^- 1— r;i/^5^;i/) :i!7;W'?^-f;v) -4- 
20 (2 -c^DP- 6 -p<5^;i/7aiydps/p«5^;u) :7 3i^;i/) rn^iy^^ 

(199) 3- (2- ( (:?-7^v>- i--r;i/^5^;i/) 3b;w^^-r;i/) -4- 
(3-s^7y'7 3cy:^^i^p55=-;v) 7 31— ;i/) rn-'iv®, 

(200) 3- (2 - ( ( (IR) -1- (:^7^i^>- i-'f;v) 387 
;w?^-f;i/) -4-:7a^y:^s>'p<5^;i/7 3in;i/) :rD7i>^s 

25 (201) 3- (2- ( (1- {i-y-$^u>-l—(j]/) yu\^;v) *;WN'^-r 
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(202) 3 - (2- ( ( (IS) -1- (:^7^U>- 3^^;v) * 

(203) 3- (2- ( (1- {±y^U>-2—(JV) 3^^JV) iij?W^^>f)1/) 

5 (204) 3- (2- ( (4-^ h^s^^:7i5'i/>- 1 -'f;i'p<^;v) *;w^'^ 
(205) 3- (2- ( (:^7^ I-'T;!/^^;!/) :i7;w^^>f -4- 
(206 ) 3- (2- ( (•^•7'5^U>- 1-^ itj^V/^^-( ;V) -4- 

10 (2-^$^;i/7aiy=^rS/^^;i/) :7aii^;i/) 7'd.'^>^^ 

(207) 4- (2- ( (3-pi^;i/-i- (:^7:$^v>- 1 — r;!/) 

(208) 3- (2- ( (4-7;i/:^-D:^7^J'^>- 1 — f ;i/p<5=-;W *;w^^ 

15 (209) 3- (2- ( (=^py u>-4--r;i'p<5^;i/) *;w^^>r;i/) -4-7 

(210) 3- (2- ( i3-^^jv-i- 1— 
>!7;w^^-f;i/) -4- (tr^y— 1— r;p^5^;i/) rn^^v 

20 (211) 3- (2- ( (:^7^v>- 1 ->f;i/^5=-;i/) :i7;wt^-f;w) -4- 

(212) 3- (2- ( (:^7^^>-i — r;M5=-;v) *;wt^-f;i/) -4- 

(213) 3- (2- ( (3-^5^;i/-i- (:^7^^>-l— r;i/) 

25 *;w^•^'^;l/) -4- (tri;s^>-3 — f ;v:4-=siri^^5^;i/) 71:— rp 
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(214) 3- (2- ( (:h7^v>- 1 5!7;wt^-f;v) -4- 

(215) 3- (2- ( 1 — f;V'p(5^;p) :&;w^^'i';i/) -4- 
(2-t ]«D^S/^5^;i/7Jc:>':^*/j>t5=';v) 7 31— ra/i^ig^ 

5 (216) 3- (2- ( (3-p«^;b- 1 -7 31— ;vr^;v) pb;w^^-Y;v) - 
4-7 3iy^i/'p^5^;v7ai— ;v) rn^i^^^ 

(217) 3- (2- ( (rh^iJ'i^^- i->f;i/^5^;i/) >t;;w^^-r -4- 

(218) 3- (2- ( r;M5^;i/) *;W^^'f;i/) -4- 

(219) 3- (2- ( — f)V^^)V) A^Wt^-f;!/) -4- 
(2-p« h=3p$^^5^;V7 3iy^S^p{5^;i/) rp^'i^^s 

(220) 3- (2- ( (3-p?^;i/-l- (4-^ hdp$/7 3i— 
*;W"?^'f;i/) -4-7 3:>'dF-$/p?^;i/7 3i— ;i/) T'n^^iy®^ 

15 (221) 3 - (2 - ( ( (IR) -1- a^5^;i/) :^ 

;wt^^;b) -4- (t:>;i^>-2-'f ;i/:t=^s^) :7 3^— rn/i>^, 

(222) 3- (2- ( (3-p«5^;i/-i- (4-7;i/:rD7 3i^;i/) ::^5^;i/) 

(223) 3- (2- ( (3-p«5=-;i/-l- ( 4 3i-;i/) * 
20 ;w?^-<;i/) -4-7aiy^i^^^;i/:7az^;v) 7"n/'i>^^ 

(224) 3-. (2- ( (3-^5^;i/-i-7 3i-;v:75=-;v) *;wN*^>f;i/) - 
4- (if>;y>-3 — r;i/:^=^s^^^;i/) ytt/^ym^ 

(225) 3- (2- ( (3-^5^;i/-i-7 3i-;i/r5=-;i/) 5b;WN-^>f;i/) - 
4- (tf Ui?>-4-^;i/:t=¥S^p«5^;V) ro^i^^^ 

25 (226) 3- (2- ( ( 1 - 7 31 3lj;V>'N*^-f ;V) -4-7:cydp 
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(227) 3- (2- ( (3-><5^;v-i-7:n^;i,r^;i.) ;i,^wt^^ - 

(228) 3- (2- ( (3-^^JU-l-'7:^^JV':r^Jl.) tlJW^i^^JV) - 

4-7ai— ;i/T$y;>?g^;i/:7rt-;i/) 7"d>'1>^^ 
5 (229) 2- (2- ( (3-^5-;i.-i-7^-;p:r5-;i.) - 

(230) 3- (2- ( (l-7:ii-;i/:rDlf;i/) *;w^^-f;p) -4-7^^^ 

(231) 3- (2- ( il--7:ii—JVzr^J],) ttJW^^-^J],) -4-7 3iyd^ 

10 $^^5^;1':7jl-;i/) :7'd>'^>^^ 

(232) 3- (2- ( (3-p?5=-;i/-l-7ac^;i/:r5^;i.) ;i7;Wt^>f - 

(233) 3- (2- ( (3-^^;v-l-ya.^jvzr^;v) - 

15 (234) 3- (2- ( (3->«5^;i.-i-7a.-;i.^^;i,) 3!7;i.M^^;i,) - 
4- (2-^5^;H:fi;s^>-3->r;i/;r:¥2;'^^;i/) >^d/>?>^, 

(235) 3- (2- ( (3-p«5^;i.-i-7^-;i.pr5L;i,) - 

(236) 3- (2- ( (3-p<5^;i.-i-:7a:;:z;i.:r5^;i,) :ij}W^^^ - 
20 4- (5=-7'v^-;i/-2— r;i/5^;rp«5^;i/) rn>'^>^, 

(237) 3- (2- ( (3-^5^;ix-i-7:cr:;i.:r5^;i.) iJJW^^^JV) - 
4- (l-^5^;W^t5^\/-;u-2-^';i.5=-:^^5^;P) :7a.ri;i/) y^uj^> 

(238) 3- (2- ( (2-i^^D:7-Dl^;i.-l-73i:n;i,ai5=-;i/) >b^Wt^ 
25 -f;!/) -4-:7 3iy^$^p<^;i/:7az-;i^) T-nyiy®, 

(239) 3- (2- ( (3-p«5=->H.-l-7 3.-;i.^5=-;V) *;W^^^ - 
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4- (2-j><5^;V7aiy:3pS^>(5=-;V) 7•D>'1>^^ 

(240) 3- (2- ( (3-^g^;i/- *;WN'^'f';v) - 

(241) 3- (2- ( (3-^5^;v-l-7 3ir:;i/::f5^;v) *;wt^-f;v) - 

5 4- (2-t KD#$/7 3iy=3p^p<^;i/) 7x— TUJ^>m^ 

(242) 3- (2- ( (2-7 3z-;vai5^;i') *;W\*^-r;V) -4-71^=^ 

s/^5^;i/7 3i:r;i/) rn^-^y^^ 

(243) 3- i2-^>i^JVitJ)V7^^^ 4-y 

10 (244) 3- (2- ( (3-^^;v- l-7 3::^;v-3-:r7^-;i/) 

(245) 3- (2-7 jin;V*;W^^'1';i/-4-73iy=3p$^;>?5^;i/7i— 

(246) 3- (2- ( (3-^5^;P-l- ( 4 - h U 7;i/::^D^5^;i/7 3:-;i/) 
15 7'^;i/) :i7;i/>'-^^-r;v) -4-7 3i^^iy^5^;i/7 3iri;i/) 7"n;i>^. 

(247) 3- (2- ( (3-pt5^;i'- 1- (4 -Ji h=^2^7 

-4-7ai^^ri/p<5^;V73ir:;i/) 7*071 

(248) 3- (2- ( (3-p<5^;i/- 1- (3 -^^;i/7ai-;i/) :ij 
;wi^-f;i/) -4-7:iiy:^$/^^;i/7 3i— ;!/) t'P/'IV^s 

20 (249) 3- (2- ( (3-^5^;V-l- ( 3 D D 7 a^— y^Jl) * 

;wi^-f;p) -4-7 3iy:^i/pi^;i/7 3i::::;i/) rn/i^^. 

(250) 3- (2- ( (3-ptf-;i/- 1- (4-:J7DP7 3ir:;v) 7^5^;!/) :ij 

;wt^'^;i/) -4-7:3iy^s^p«5^;i/7:c— ;i/) yi2j^>m-. 

(251) 3- (2- ( (3-p<5^;i/- 1- (3-hy7;i/:ro^5^;i/7i::i;i/) 

25 7^;i/) ±;wi^^;i/) -4-7^y^$/^5=-;v7 3i— ;v) 7*n7i>^, 

(252) 3- (2- ( (3-p45=-;i/- 1- ( 3 -i' D P - 4 -7;V:^n 7i- 
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(253) 3- (2- ( (3-p«5^;i/- 1- (3-7;i/:4-D7 3ir:;p) 

(254) 3- (2- ( (3-pt5^;i/- 1- (3, 4, Z - h )],:^uy — 

(255) 3- (2- ( (3-^5^;V-l- (3, 5-S?hU7;i/:4-Dp<^;i/7 

(256) 3- (2- ( (S-pt^^lz-l- (3-^ h^i^y :^-Jly) y'^JV) 

10 >!7;W"?^-f -4-7JCx''^$/pt^;i':7 3ir::;v) yu^^>m^ 

(257) 3- (2- ( i3-?^^JV-l- (4-3^^}Vy3^-;V) ZT^JV) :^ 

jw^^^j]/) -4-:7 3i>':^$^^^;i/7jcn;i/) yu^^ym^ 

(258) 3- (2- ( i3-^^jv-i - (4-y''^Jvy:t^-;v) it} 

IS (259) 3- (2- ( (3-^5=-;P-l- ( 4 -7;i/:^D- 3 -p<5^;V7 3i— 
(260) 3- (2- ( (3-^5^;i/- 1- (3-yj\/yttJ-4->^ h^fi/^ai 

20 (261) 3- (2- ( (3-;><5^;W- 1 - ( 3 -7;i/::tD- 4 

(262) 3- (2- ( (3->;<^;i/- 1- (4-^^00- 3 -7;i/;^D73.— 

;v) i:^^;!/) *;w^^-f;i/) -4-7jiy:3p$^;><^;i/7ai— yx2)^^^Wu 

(263) 3- (2- ( (3-^^;v-l- (4-7;i/::tD7i-;i/) 

25 *>;wN*^-f;i/) -4- (2-;»t5=-;i/7 3Ly^i^p<^;i/) 7 31— ;i/) :7*d/i> 
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(264 ) 3- (2- ( (3-p<5^;v-i- (4-7;i/:rP7x-;i/) •:r^M 

(265) 3- (2- ( (3-^^;v-i- (4-7;i/:rp73i-;v) i^^-'^) 

(266) 3- (2- ( (3-^^;V-l- (4-7;V:4-P7:^::i;V) 

:ji,;wt^-f;v) -4- (3->>Ty ^^.y^s-p^^^v) t'd;^^ 
10 (267) 3- (2- ( (3-^^;^-!- (4-7;v:*-D7 3.rr;W 

(268) 3- (2- ( (3-^^;i/-l- (4-7;V:rn7nir:;V) tT^;!.) 

;!j;wN-^-<;i') -4- (ifU^i?v-3->f;v:^=3ps^^^>'v) rp 

(269) 3- (2- ( (3-pi9^;v-l- (4-7;v:rP7:c-;i') 

(270) 3- (2- ( (3-p<^;v-l- (4-t-::r^;v7:n-;v) 

(271) 3- (2- ( (3-p^5^;V'-l- (2-pi b^^>:7 3.-;v) :/5=-;v) 

(272) 3- (2- ( (3-pt5^;V-l- (4 -7;V:tP- 2 -^^;i/7x- 

25 (273) 3- (2- ( (3-^5-;i/-i- ( 3 * 
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(274) 3- (2- ( (3-p{5^;i/- 1- (3, 5 -P >(-9-J]/'7 a^=.Jl/) 7^ 

(275) 3- (2- ( (3-p<5=-;V- 1- (3, 5 4 h^^S^ 
5 ^'t^^^ 

(276) 3- (2- ( (3-^5^;i/-l- (5-^5^;w-2-pt h:^2^7az- 
(277) 3- (2- ( (3-p<5=-;v- 1- (4-rDtr;i/7 3i— 

10 (278) 3- (2- ( (3-^^;i/-l- (3- h U:7;i/;rDp< h^ri^7i— 
(279) 3- (2- ( (3-^5^;i/-i- (3— rvrDif;i/7 3in;i/) 

(280) 3- (2- ( (3-^5=-;i'- 1- (3-^ vrDtf;i/;r^i>'7 3i^;i/) 

(281) 3- (2- ( (3-p<^;P-l- (1, 3-i^:t^-*)'>(>V>-5- 

Ms 

(282) 3- (2- ( 1- (4-rD7jf^i^7a:-;i/) I^^^;!/) 

20 *;w^^-r;u) -4-7aiy^s^^^;i/7a^— ;v) rD>'i>^^ 

(283) 3- (2- ( (3-p«^;i/-l- (2-7;p;rD-4- h U:7;i/:;*-D 

(284) 3- (2- ( (3-^5^;V-l- (4- h ';7;P;rDp( h^i/'^i— 
25 ^5^;i/) *;wt^-r;i') -4-7 3iy':?pi/;><^;v7 3i-;i/) y^ti/^^M^ 

(285) 3- (2- ( (3-;><5^;i/- 1- (2, 5 hdp$^7 a:-;]/) ::r 
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(286) 3- (2- ( (3-^5^;V-l- (1, 4-^>\/i^:*-^-b->-6- 

5 (287) 3- (2- ( (3-^g^;i/-l- (4 -S^7;i/;rnp< h^^^/^air:;!/) 

(288) 3- (2- ( (3-p?^;V-l- (3, 4, h^S^73i:=. 

(289) 3- (2- ( (3-^5^;i/-l- (2-^DD-3, 4-i?;^h^t^ 
10 :7 3;— ;v) *;wt^^;i/) -4-:7 3i>'^ixp(5=';i/7 3i-;i/) :rn 

(290) 3- (2- ( (3-p«^;i/-l- (4 — fv^^JVyjL-jv) 

(291) 3- (2- ( (3-;»<^;i/- 1- ( 2 -7;i/;^D- 5 - 1- U 7;i/:^n 

(292) 3- (2- ( (3-^5^;i/-l- ( 2 n D - 6 -7;i/:^P 7 airi 

(293) 3- (2- ( (3-;>?5^;i/- 1- ( 2 -^DD- 5 - b U 7;V:tPp« 
20 :7'^;v) 7!j;wt^>r ;i/) -4-7 3iy':3p$/;>«^;i/7 3i— 

(294) 3- (2- ( (3-p<^;b-l- ( 2 -:7;i/;rD 17 :^5^;v) 

(295) 2- (2 - ( (3-p«^;v- l-7a:^;i/:r5^;i/) :*;w^^'f;i/) - 
25 4- (2-p<^;i/:7aiydr$/pt5^;i/) 731^:^$/) 

(296) 2- (2- ( (3-^5^;i/- l-:7ai— ;i/>^5^;i/) p!3;w^^'r;v) - 



910 



V 



wo 03/016254 



PCT/JP02/08120 



(297) 3- (2- ( (3-p<f^;i/- 1- (4-r-fe^;v7^y:7 3in;p) :r 

(298) 3- (2- ( (3-p«^;i/-l- (3 -7;i/:rD-4- h y 7;v:rn 
5 y^)^) >b;W^^-f;P) -4-7aiy^r^P<5=-;i'7 3zri;i/) 

(299) 3- (2- ( (3-p<^;i/-l- (4, 5 -i?^ h ^ri^- 2 -7;!/;^ 

10 (300 ) 3- (2- ( (3-^5^;v-l- {2-y)V:^u-A-:^h^l^y^ 

(301) 3- (2- ( (3-p«5^;V-l- (3, 4-^7;i/:rD7 3i-;i/) 
15 (302) 3- (2- ( (3-p(5^;i/- 1- {A-^V^^- 1, 3-;^;r^1^ 

(303) 3- (2- ( (3-p«5^;i/-i- (3-:nhd[i$^:7 3i^;i') 

20 (304) 3- (2- ( (3-p<5^;i/- 1- ( 4 - h 'J 7;V>j-D;<^;i/5^:^7 

(305) 3- (2- ( (3-p<^;i/-l- (2-^7;i/:rn^ h^e^7ai^;i/) 
25 (306) 3- (2- ( (3-p<5^;i/-l- (2, 3, 5, 6 -t^ h ^7;i/;rn 
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(307) 3- (2- ( i3-^^)]y-i- ( 2 - h U 7;V3l-n^^;i/7 

(308) 3- (2- ( (3-pt5^;V-l- (2, 5 -i^7;V;tD7 ^ 
(309 ) 3- (2- ( (3-^5=-;V-l- (2-7;i/;t-D-5-p< h=S^$^73i 

— ::^5=-;v) :b;wt^-f;v) -^-yj^y^ty^'^^^y^^—J^) yti/^> 

(310) 3- (2- ( (3-^9^;v-i- (3, 4-i^^^;v73i^;v) -y^ 
10 *;w^•^-1';l/) -4-7 3iydpi/;>?5^;i/7 3i-;v) y'vi^^>m. 

(311) 3- (2- ( (3-^5=-;v-l- (2, 4-i^:7;^>^D7 3ln;^) :r 

(312) 3- (2- ( (3-p<^;i/-l- (2, 3, 6-h»J7;i/;ra7x- 

*;w^^>f;i/) -4-7xy'^i/^^;i/7 3i::^;i/) yv^^>m. 

15 (313) 3- (2- ( (3-^5=-;i/-l- (4-i'DD-2-7;P:^P7x- 

;v) ;^J;w^-^-r;^) -4-:7xy:3^e/^5^;v7xrz;i/) rp^i>^> 

(314) 3- (2- ( (3-p«5=-;i/-l- (2, 4, 5 - h U 7;i/;4-P 7 

(315) 3- (2- ( (3-^5^;i/-l- (2, 3-i^:7;i/;^D7x-;i/) 
20 7tj;wt^-r;v) -4-:7x^^re/pi5^;^7xn;i/) rn/'^v^. 

(316) 3- (2- ( (3-^5^;i/-l- (2-i57nD-4-7;V^n-7x::^ 

;v) *;w^^-f;v) -4-7x-/dpi/7?9=-;i/:7 3iri;i/) 7°d>'^>^. 

(317) 3- (2- ( (3-p«5^;V-l- (2, 4, 6 - h U 7;V:tP 7 x- 
;v) *;w^*^-r;^) -4-:7 3iy#>>p?5^>>^:7 3i-;v) rn^'-^v^. 

25 (318) 3- (2- ( (3-;^5=-;i/-l- (2, 3 -i?^ h^i^y :^-)\^) ^ 
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(319) 3- (2- ( (3-^5=-;i/-l- (4-i^ai5=-;i/:p^y 7 zr 

(320) 3- (2- ( (3-;»{5^;i/-l- (2, 3, 4, 5, 6-^>^7;V 

(321) (2E) -3- (2- ( (3-^^;i/-l-7ai^;i/7'5^;i') 

(322) 3- (2- ( (3-p<5=^;i/- 1- (4-p«i^;i/7 3i::i;i') >b 

10 (323) 3- (2- ( (3-p<5=-;i'- 1 - (3-7;i':tD-2-^5^;i/7:ii^ 

(324) 3- (2- ( (3-pi5^;i/- 1- (2, 3, 4 - h U :7;i/:rti 7 ai— 

(325) 3- (2- ( (3-^5^;i/-l- (4- (tTD U 1 — T ;V) 37 

(326) 3- (2- ( (3-^5^;i/-l- ( 4 ^ 7 o^-;!/) ^ 

(327) 3 - (2 - ( (3-^5^;i/- 1 - :^^)\/TX ^ - ^- ^ 

(328) 3- (2- ( (3-^^;i/-l- (2, ^-V ^ Y^^'y^ r 

(329) 3- (2- ( (3-^^;i/-l- (4->^h^^2/'7air:;i/) 

25 *;wN'^-r;u) -4-7 3i>'^2^>><5^;i/:7 3i-;i/) rn>'i>^. 

(330) 3- (2- ((3-^^;i/-l- (4-3ih^S^-3-^ h=^2^:7a:: 
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(331) 3- (2- ( (3-^^)V-l- (4— f V7'Dtr;V:*-^S/7jan;|/) 
5 (332) 3- (2- ( (3-^5^;V-l- (3, 4 -i^J^ hdpi^7 

(333) 3- (2- ( (3-pt5^;V-l- (2, 3, 4 - h V :i h^i^y 
)]/) -y^f-M *;W^^-f;V) -4-7 3iydp2/^5^;i/7ir: ;v) :ro/iv^^ 

(334) 3- (2- ( (3-pt5^;i/-l- (2, 4 -5^^ h^s^S^- 3 

10 7 31— y^yy/) A;w^^-f;i/) -4 -7 3iy^i/^5^;v7 :7°n 

(335) 3- (2- ( (3-^5^;v-i- (5^:^7ai>-2-'f;i/) 

(336) 3- (2- ( (3-^^;V-l- (2, 4, 5 - h h Jpi/^rc- 

15 :r5^;i') :i3;w^^^;v) -4-7iy=3!^2^;<^;i/7 3z-;v) :/d/i>^, 

(337) 3- (2- ( (3-^5^;i/-l- (3 -pi5^;V5^:4-73i>~ 2 — T^V) 

(338) 3- (2 - ( (3-p<5=-;V- 1 - (2, 3 -$^^5^;!/- 4 

7 31— 7'5=-;v) :i>;w^^'Y;i/) -4-7 3iy^e^^g^;i/7 3i^;i/) 7"d 

20 

(339) 3- (2- ( (3-^g^;i/-l- (2, 5 - 4 h=3p^' 
73l— ;i/) y^)\/^ 3b;w^^-Y;i/) -4~7 3i>'dpi/^^;i/7 3in;v) 7*0 

(340) 3- (2- ( (3-^5^;^-l- (4-^ ^apiy-3-p<^;l/7 3l- 
25 ;v) >!3;w^^-f;i/) -4-7 3iyapS/^5^;i/7 3i-;i/) t'd^i^^. 

(341) 3- (2- ( (3-^^;i/-l- (5-^g^;v7^>-2-'r;w) :^ 
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(342) 3- (2- ( (2, 4 -i^zi^ h^t^- 3 -^^JV 

5 (343) 3- (2- ( ( 1 -^^;i\fa-~J),- 2 Jl.) 

(344) 3- (2- ( (3-p<^;i.-i- (4-ai^;i.^3|-7a.-;i,) 

(345) 3- (2- ( (3-^f-;i.-i_ (3-h.;7;i.5}-D^^;i.5-:^:7a. 
10 :i7;wt^-f ;i.) -4 -:7^ydt..>p<5.;i,:7a.-;i.) rny^J^ 

(346) 3- (2- ( (3-^f^;i/-l- (4-p«5^;i.5=-:^7^-;v) 
*;wt^^;i/) -4-:7 3iy^r$^^f^;i/:7 3i-;i.) rn/iv^, 

(347) 3- (2- ( {3-^^)V-l- (i4-t^yyy:^-ju) y^^jv) 

(348) 3- (2- ( (3-^^;i.-i- (^:^7a.>-3->f;i/) zr9-)\.) 
*;w^^>f;i/) -4-7ai>'^Fi'^5^;i/>':n-;i/) t-d^^v^, 

(349) 3- (2- ( (3-^5-;i.-l- (2, 5 -i;^5-;i.:7 3. -;i,) ^5=- 
;i/) *;Wi^^;i,) -4-7^iy;^Fi>'p<5^;i,7ai-;u) yuj^^m.. 

20 (350) 3- (2- ( (3-p<5.;i,_i_ (3, 4-i^p<hd^i.:7 3.-;v) ^ 
5^;i/) :^7;wt^^';ix) -4 :^P2^^5^;i.7,n-;i/) rD/^>^, 
(351) 3- (2- ( (3-p<5^;i.-i- (1, 3-S^:^^-b->f >>s^>-4_ 
-f;!/) >^5^;i/) :&;W^^>r;i.) -4-7acyd^S^^5=-;i,:7^-;i,) rD^1> 

25 (352) 3 - (2- (N — ^>i^;u-N-^5^;i/;b.>W^^>f;i.) -4-7^^ 
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(353) 3- (2- (N-^>i;;i/-N-7'Pif;i/:«j;w'?^-Y;i/) -4 -7 in 

(354) 3- (2- ( (3-^5^;i/-l- ( 3 -7>>W;^D - 5 - h U 7;i/3|-D 
j^^JV^ s^-)]/) Pb;^?^^;!/) -4-:7aiy dlpj/pig^;!,^^;-;!,) 

5 rn/iv^^ 

(355) 3- (2- ( (3-^^;i/-l- (4-:7;i/;tD-2- h >j7;i/:tn 

(356) 3- (2- ( (3-^5=-;i/-l- (2, 4 -^^g^;i/7 3i-;i/) 

10 ;i/) *;w?^-r;i/) -4-:7a^ydp^>^5=•;^7aIrz;^) rn/iv^^ 

(357) 3- (2 - ( (3-^5=-;P-l- (2, 4 -i^ h U 7;V2|-D^^;i/:7 
31 -;i/) >^5^;i/) :i7;wt^-f;i/) -4-7 3:>'dF$^^^;i/7ac-;i/) rn^^i 

(358) 3- (2- ( (3-^5=-;i<'-l- ( 2 -^^;i/7a^^;i/) r^)]^) A 
15 -4-7 3iy:^:^p{5^;W7a^r:;v) rD/1>^^ 

(359) 3- (2- ( (3-^^;u-i- (2, 3 
^^wt^'T;!/) -4-:7 3:^^ri';»«f=-;i'7i— ;i/) roy'i^^, 

(360) 3- (2- ( (3-p«5^;u- i-:7ai-;i/:r^;i/) 3b;w^^^;i/) ^ 
4- (7^>-2 — r;i/:fe;i'3}?^;i'T^ y^5^;i/) 7ai^;i/) 7'd/i>^, 

20 (361) 3- (2- ( (3-^5^;i/- i-:7 3i^;v:r^;i/) *;wi^-f;i/) - 
4- (br^v^— — f;PpC5^;i/) 7'D>'1>^^ 

(362) 3- (2- ( (3-p(5^;i/- l-7airz;i/:r5^;i/) *;wt^W;i/) - 
4- (2-7 3:r^;i/az5^;i/) 7 3;::i;i/) yuj^ym^ 

(363) 3 - (2 - ( (3-^^j]y-i- (s, 5 -S^^5^;i/7i-;i/) ^f^^ 
25 ;l/) ^^Wt^-f^U) -4- (3->>:Py 7a;y^r$^^5=-;i/) 
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(364) 3- (2 - ( (3-^5^;i.-i- (3, 5 -V^^))yy :^=,)v) 

(365) 3- (2- ( (3-^5^;b-i- (3, 5 ^5=- 
5 -4- (2->>DD-5-^5-;i,7:nydt.>>^^;^) 7 

(366) 3- (2- ( (3-^5-;i.-i- (3, 5 
*;Wt^>r;i/) -4- (tf 3-^;i.;r=^S^^g:.;i.) 

10 (367) 3- (2- ( (3-^5=-;i.-l- (4-^ hifi^-l, 3-2^;^-^-^ 
^>i5^>-6-^;i/) >^5^;i/) ;t7;i/yt^^;v) -4- (2-^DD-5-p< 

(368) 3- (2- ( (3-^^;i.-i- (4-p<hd^s.-i, 

15 S^-^^^-^b) 7-D>'^>^^ 

(369) 3- (2- ( (3-p«f-;ix-i- 

'<>'$r>-6-^jv) zf^jv) *;wt^^;i.) -4- (2 ^ 
:7jtn;i/) 7*D/'?>^, 

(370) 3- (2- ( (3-^5^;i.-l- (3, ^ -V ^UU^ ^-)\,) 

(371) 3- (2- ( (3-p{5^;i.-l- (3-i.DD-5-7;i.:^-D73i^ 

-4->'n.^^ri^^5-;i.7ar-;i.) rD/i>^. 

(372) 3- (2- ( (3-^5-;i.-i- (4-7;i.:^D-3-^5-;i.:7n.^ 

25 7"D>''?>^^ 

(373) 3- (2- ( (3-p«5^;i.-i- (4-7;i.:^D-3-^5=^;i/7:c- 
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(374) 3- (2- ( (3-pt5^;i/- 1- (3, 5 -S^:7;V;rD7 3i-;i/) r 
5 (375) 3- (2- ( (3-7<5^;V-l- (3, 5 :7 

(376) 3- (2- ( )Vi - 
4- ( 7°D;i>^^ 

(377) 3- (2- ( (2-p« h^S^-2-7 3ir:;i/ai^;i/) :A;;w^^-f 
10 -4-73iy:^:^^^;i/7aicz;i/) 

(378) 3- (2- ( (2-7 3i^;v>^Pi:f;i/) *;W'?^-r;i^) -4-7aiy 

(379) 3- (2- ( (3-;»<5^;v- *;w'?^-r;v) - 

4- (2-7 3iy=^r5^^5^;i/) rD;"^>^s 
15 (380) 3- (2- (3-7 3i^;V^;V:JtU>-4— f -4- 

(381) 3- (2- (4-7 3^^^$/if^Ui^>- 1— i';v>b;i'5i^— -4 

(382) 3- (2- ( (2-^ h^apS/- 1- (3, 5 a: 

20 5!3;w\'^-<;v) -4- (2-^7np-5-^5^;i/7 3iy^5/p<5=-;v) 

(383) 3- (2- ( (4-p<5=-;i/-2-7ai^;v^>5^;i/) :ij;w^^'r 

-4-7 3iy:3p$/'^^;i/7 3i^;v) 7'P>''5>®^ 

(384) 3- (2-t^:7irL;i/pt5^;i/;b;i//^^-f;i/-4-7i^^$/pt5^;V7 
25 rP/'iy^x 

(385) 3- (2- ( i2-t^^uyti\f)V-l- (3, 5 -S^p?5=-;V7 
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(386) 3 - (2 - ( (1- (3, 5-S^^^;i/7ai-;i/) >tj;w^^ 

-r;p) -4- (2-^Dn-5-;>«5=-;i/7jty:^pi/;>«^;p) 7 31— t-d 

(387) 3- (2- ( (3-^^;v- 1-7 z^—jvy^jv) *;w^^^;v) - 

(388) 3- (2- ( ( l-p<^;i/-2-7ain;i/j:5^;i/) tiJW^^-(JV) - 

(389) 3- (2- ( (3 1 -7aic:i;i/:r5^;i/) ;ij;w^^-r;v) - 
4- ('^^^/^'•^y— 2 — r;v) 7ai-;i/) rD/i>^x 

(390) 3- (2- ( (3-p<^;i/- 1 :i7;w^^>f;i/) - 
4- (1, 3-i5:r^t^>r>:^>-2— r;i') 7 rD>''?>^, 

(391) 3- (2- ( (3-^5=-;!/- l-:7az-;i<':;f5^;i/) pb;w^♦^-r - 
4- (-0 ^P- 1 --f 7 31— 7*d/i>^^ 

(392) 3- (2- ( (4-^5=-;i'--l-7 3i— ;i/^>^>-2— 5f7;v 
/t^-f^i/) -4-7 3iy:^s^^5=-;i/7ai— ;v) 7*D>'i>^^ 

(393) 3- (2- ( (3-^^;w- 1 -7atn;u7"5^;i/) :^j;w^^-f - 
4-7 3iy:^s^p(5=-;v-5-;<^;i/7jt-;i/) T'ny^y^^ 

(394) 3- (2- ( (:^7^^>-2-^;upt^;i/) :it7;w^^-r;i/) -4- 

(395) 3- (2- ( (3-^5F-;i/-l-7 3i^;i/7'^;i/) 
-4-7iy^r^p<^;i/7 3:-;i/) 7*0/-^ 

(396) 3- (2- ( (3-^^;i/-l- (3, 5-i^^^;i/7 3i-;i/) 7-5^ 
:to;w^^-f;i/) -4- (tf^\/— 1 — f 7ai^;i/) rn 
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(397) 3- (2- ( (3-p<5=-;V-l- (3, 5 — h^^7 3in;w) 

^)]/) *;w't^'f;v) -4- 1— r;i/p<^;i/) 731— ;v) r 

(398) 3- (2- ( (3-p«5^;p- *;w^^-f;v) - 
5 3-^5^;v-4-7i^=^$/'^5^;i/7 3:— ;v) rn^^iv^x 

(399) 2- (2- (3-p<5^;i/-l-7 3in;i/:75^;v) :i7;w"?^'<;i/-4- 

(400) 3- (2- ( (3-t.KD=^$/-3-pi5=-;v- 
*;wt^'i';v) -4-7 3iydpS/^5^;i/7a;-;i/) rn/iv^^ 

10 (401) 4- (2- ( (2- (t^^^i/V- i-'f;v) rn/iy'-f;!/) T^y) 
-4- (4-j^h=^->7 3iydpe/^5^;i/) ^ai-;!/) :r^5^ 
(402) (2E) -3- (2- ( (2- (:^7^V>-2 — T^V) TH25^;i/) 

T^y) -4- (if^v^— — f;v^5^;W 7 -2-rn^> 
15 (403) 2- (2- ( (4-^^;i/-2- (::^7^i/>-i — r;v) ^^'iJ'y 

(404) 2- (2- ( (4-;^^;v-2- (-^y ^ u> - 1 jv) ^ 

(405) 2- (2- ( (4-^5^;V-2-^ (-^^^J^lxV-l — OV) J 

(406) 2- (2- ( (4-;<5^;i/-2- U>- 1 — T;!/) ^^tJ'y' 

(407) 2- (2- ( (4-^5^;i/-2- (■:^:7^1/>- l—f;!/) ^ViJ'y 

25 T ^ ) - 4 - ( tf^ 1 — f ^>i^;i/) 

(408) 4- (2- ( (2- (:h7^S'V>- l->f;V) zru)^J-{M TXJ^ 
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(409) 2- (2- ( (4->{5^;i/-2- (±y ^ \/-^- \. )\,) ^l^if j 
-OV) TK^) -4-^ >*;;!/) ^ 

(410) 4- (2- ( (2- (:^7^5^^>- ^Dv'^^'^f y^KJ) 

(411) 4- (2- ( (2- (:^:7<5^V>-l->|';i') yu?^^^)V) TK^) 

(412) 4- (2- ( (2- (:^7t57 1x>-l-^;v) rD.'1^>r;i/) 
- 4 - 7 jc — 

10 (413) 4- (2- ( (2- (:^7i5^ V^-l-^r;!/) yu?^^ ^ T^^) 
-4-T^y^5^;V7j^^;i/) 

(414) 4- (2- ( (2- (:^:7^^^^>-l->|•;^) zru?^^ 
-4-:p-b^;VT^y'p(5^;i/7ai^;i/) 

(415) 4- (2- ( (2- (:^:7^^>-i-^;V) ^D/^y-fA) 7^^) 
15 -4-^^;i/7'$y;>?^;i/>'ai-;v) 

(416) 4- (2- ( (2- l->f ^-nysy^;]/) 
-4- (N-><i/;i/-N-p<5^;i/:r^>'^5=-;i/) 

(417) 4- (2- ( (2- (r)-3^>5^i/>_i_^;p) :rn/^y>f;i/) T^^y') 
-4-^>vr>r;v:p^>'7ai-;i/) r^^S'^^, 

20 (418) 4- (2- ( (2- (i^-^^J'U^- ^-p^^y^;!/) 7^^) 

(419) 4- (2- ( (4-^5^;i/-2- (:M7^l/>- 
'T;!/) -FKJ) -4-7ac>':^i/^^;i/:7iD-;v) 

(420) 4- (2- ( (2- (:^:7/J^i/>- >^D/^V^;l/) T^J) 
25 -4- (2-:^:3eVl^Ui^>- zr^fi^WL. 

(421) 4- (2- ( (2- (::h7i5^v>- l-.f;v,) rD7^y^;i/) y^j) 
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(422) 4- (2- ( (2- (^:7^^>- 1— f;V) rD/^y^^P) T^^) 

(423) 4- (2- ( (2- 1— r;i/) :rp/i^-f;w) t'^^') 
5 -4-7x-;vT5y7«5^;v7aii^;i/) 

(424) 4- (2- ( (2- (i-y-^u^-i-^jv) rp-'^^'f;^) 
- 4 - 7 

(425) 4- (2- ( (2- 1— f;v) :7*n>'i^>f;v) T^y) 
10 (426) 3- (2- ( (4-^5^;V-2- (::^7^5^ 1 ->r ;V) 

(427) 4- (2- ( (4-p<9^;V-2- (:^7^5' 1 — ^;i/) ^ViS'^ 

>f;v) TK^) -4- (i;^\/— 1 -'f;v^^>'^) 7*— ;i/) 

(428) 4- (2- ( (2- ytiJ^^-()\^) T^y) 

15 _4_^>N/^;i,:r^yp<5=-;v7ai:r:;v) 

(429) 4- (2- ( (2- (:^7l5^^>- i-^;w) rp.'iy-f;i') T^^) 
-4- (lfU^>-4— 731— ^iJ'^^x 

(430) 4- (2- ( (2- (r^7^v>-l— rp>''?y^;v) t^j) 
-4- (2 -7 3i>':3ps^3i^;v) 7ai:=:;v) r^'^^^N 

20 (431) 4- (2- ( (2- (^7^v>- 1— f;v) rp/^y-r;i^) t^^') 

(432) 4- (2- ( (2- c^j-^tj'vv-i-^.'v) rp^^y'-r;!/) tk^) 

(433) 4- (2- ( (2- (:)-7^v>-i— r;v) rp/'^^'-f^v) 

25 -4- (N— ^>y-r;U-N-^5^;i'T^y) 7airi;V) 7'^>^^ 

(434) 4- (2- ( (2- (4-7;i/:rP:^7^V>-l— ^^^) 7*P.'S>' 
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-r^j) -4-7ac^:^i/p(5^;i/7 3ir^;i/) 

(435) 4- (2- ( (2-7 3i-;i/7'ny'^^-f;P) -4-^31^^ 

(436) 3- (2- ( (4-p<5^;i/-2-7 3i— ;i/^>^>'-r;i/) - 

(437) 3- (2- ( (2-7 3^-;p^>;^y'r;i') ^'^y') -4-yx.^:l>r 

(438) 3- (2- ( (2-7at-;P7*n/iy-f;P) -4-7 3i>':^ 
10 (439) 3- (2- ( (2-7ai-;i/:ri5^y-f T'^y) -4-7 3iy:3|ri;/ 

(440) 4- (2- ( (2-7i-;i/7*D/^y'-f;i/) -4-7ai:r;i/ 

(441) 4- (2- ( (2-^y^—?\^yu^^^>(;]/) -4-^>^J^ 

(442) 4- (2- ( (2- (4-7;i';rD:^7^$^^>- 1 — f;v) yuj^^ 
-i)]/) - 4-^>^J>()\/7'^ J 3L=.)]/) :f^>Wu 

(443) 4- (2- ( (2- {-^-yi^xy^-i-^ yu/^y^ov) 7^y) 

20 (444) 4- (2- ( (2- (:^7:$^lx>- I-'T;!/) 7*0.''?^ -Y;i') T^^) 

-4-^>i^;i/7'^>'p«5^;i/7i-;i/) y^>m. 

(445) 4- (2- ( (2- (4-7;i/;^-D:^7^$^lx>-l— <;i/) rD/"?y 

(446) 4- (2- ( (2- (r^:7^v>- 1— f 7•D/^v>r;^) 

25 -4- (4-5^7^^ ^aiy^ape/^^^;!/) 7 air:;!/) ^^5' 

(447) 4- (2- ( (2- (^>\/5^:^7 3i>-3--f;P) yuJ^J>(}V} 
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(448) 2- (2- ( (2-7 3i-;w:rn>'iy-i';v) t^^) -4-7x^^3^ 

(449) 2- (2- ( (2- (±7^V>-1— 7-P7iy^;i/) T^^) 

(450) 4- (2- ( (2- ro;^y>f;^) T^/*) 

(451) 4- (2- ( (2- rn/'^y-Y;!/) r^/') 

-4- (7^>-2— 7 

10 (452) 4- (2- ( (2- (:J-7^V>-1-'<;V) TK^) 

(453) 3- (2- (N-^>'S^;i/:^;i''}^--'i'-N-;^5=-;i/T^y') -4-7 

(454) (2E) - 3- (2- (N-'^>i^;i/:^;v*->>v-N-p«^;v:?^^/') 
15 -4-731^ :^r2^^5=-;v7a:— ;v) -2-:7°n^>^. 

(455) 4- (2- ( (2- i^y^v>-l-^)\^) rn^iy-Y;!/) t^^) 
-4- (3-p< h^af-^/^yvr^;!/^^^^^^^;!/) y :^=-)^^) y^yfk. 

(456) 4- (2- ( (2- rD/iy-r;V) T^^) 
_ 4 _ n 37-0 If ;V/!7;V5}f— ;VT ^ y ^ o^— ;i/) ::/^5' 

20 (457) 4- (2- ( (2- 1 — Y^W rD;-^y'f;v) T^y) 

-4- (5=^:?j-7:n>'-2-'f ;i/*;i/>t?-;V'T^y^5=-;v) 7 y^iS'v 

(458) 4- (2- ( (2- r;V) rD>'1>'-<;V) T^y') 

-4- (3->i5=-;v^>^/'f>>v:^^>'^^'^^) y=^=-f^^ y^y^. 

25 (459) 4- (2- ( (2- V>- 1 —f ;V) ^D^iy^;!/) T^^) 

-4- (3-^aD'<>'/-Y;vT^>'^5=-;v) 73^— i?^^?'^^^ 
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(460) 4- (2- ( (2- ix^- i->r;i/) yuj^yf^^i^) 
-4- (3—>T>^^>V'iJV'r^y^'^)v) 

(461) 4- (2- ( (2- (i-Pi^U>- '^UJ^J>()\^) T^^) 

-4- (4-7;i/:rD^>V-r;i/T^y^5=-;i/) ^at— 

5 (462) 4- (2- ( (2- (:^:7i5' >- 1 — T T'D/'^y-r^V) T^y) 

-4- (2-7;i/3|-D^>y-f ;vT^yp<5^;i/) rTtJ^^^^ 
(463) 4- (2- ( (2- 1— f rn^^y'-f;!/) t'^^) 
-4- (3-:J7DD-4-7;i/:^D^>vr-f ^i/T^y^^^;!/) 7at— :r 

10 (464) 4- (2- ( (2- (2-^'Dn7 3i-;i/) yu?^^^)]/) T^^) 

(465) 4- (2- ( (2- (3 -:J7DD7 3^— ;W yu/^>f-fj]/) -T^J) 
-4-7aix'=3F-^;»?^;i/7ai— ;i/) r?'^ 

(466) 4- (2- ( (2- (4 -tJ'DD^^i— T'D/iy -T ;!/) T^^) 

15 -4-7 3iydps/^5=-;i/7 3i^;i/) ir^j'v^, 

(467) 4- (2- ( (2- (4-7;i/:i-D7a;— rD>'^y-f;i/) T'^y) 

(468) 4- (2 - ( (2 - (4-;>« rDy"«^-<;i/) :p^y) 
-4->'aiy^->p<5^;v:7acn;i/) ^^$^>^^ 

20 (469) 4- (2- ( (2- (r^7^5'^>-l — r;i/) rD>'iy'f;v) :p^y) 
-4- (3-aih^rS/^>^/-f ;i/7'^y';><5=-;i/) 7 y^>m. 

(470) 4- (2- ( (2- (:^7^j'i^>-i — rD>'i>'-r;i') :p^y) 
-4- (3, 5 -i^7;i/:tD^>y^;i/T^ y^5^;i/) 7^— ;v) ^37>^> 

(471) 4- (2- ( (2- (:^7i5'lx>-l — ra>'-?y-Y;W) y^J) 
25 -4- (3-7;i/3r-n7 3iy=^i/-?<5^;i/) 7ai:=.;i/) i/^j^v^^ 

(472) 4- (2- ( (2- (4-p<5^;V7ain;i/) ro/iy-f;!/) T'^y) 
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(473) 4- (2- ( (2- — fji) rp/v-r;v) t?:^) 

(474) 4- (2- ( (2 - (i-y^u>-i-^M yvij^y^ )V) 7^^) 
5 -4- (3-7'-fe5^;v7iy'=3pi^^5=-;v) :7 

(475) 4- (2- ( (2- (i-y^u>-i-^jv) yu?^J^)V) T^J) 
_4_ (3->f v7-oif;p-5-ptf^;v:7 3^ydp$/^^;i/) y 

(476) 4- (2- ( (2- (:^7^i/>- 1— f ro^'^y-r^v) t^^) 
10 -4- (2, 4, 6- h ';:7;i/;rn 7 31^^2^ p«^;v) 7^1— ;v) -^^^m. 

(477) 4_ (2- ( (2- (:^7^V>- 1— f;i') rD/iy-f;^) T^y) 

_4_ (4- hU7;i/;rn^5^;i/'5^:r73iydF2^pi5=-;w) 7a:-;i/) :7'^>' 

(478) 4- (2- ( (2- (:h7^V>-l— f;i/) yxinj>()V) T^^) 
15 -4- (4->^D^>'3iy=3iiiy^5^;v) yx.-)]/) y^>m^ 

(479) 4- (2- ( (2- (:^7^l/>-l->r;^) rnyiy-f^v) t^^') 

-4- (3-;»? h=^S^7x.y^$^p<^;V) 7 31— ;i/) 

(480) 4- (2- ( (2- (:^7^^>-l— f;i/) yinj^y>(JV) T^^) 

-4- (2-^ h=3ps^:7 3iy^$^^^;p) 73i-;i/) y^>m. 

20 (481) 4- (2- ( (2- (:h:7^V>- 1— I';!/) rD7iy-<;W T^y) 
_4_ (2-^5^;i/^>\;^7y— 5-^;V;r=^$/'p«5^;i') 731— ;v) 

(482) 4- (2- ( (2- (^^^VV-l—f^V) rn/l^-T;!/) T^^) 

-4- (4- (1, 2, 4- h ;v- 1 —f ;^) 7 3iy:^$/^5^;i/) 

(483) 4- (2- ( (2- (:^7^^>-l — i';v) rn7V-f;i') t^^) 
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-4- (2-a^h^i^-7^^^t^^^)V) -Pz^-jv) zr-^iym. 

(484) 4- (2- ( (2- i±•7i']y^^-l-^)^/) m^iy-f;!/) T^y') 

-4- (2-p< h^r5^-5-pt9=-;i'7iy:^S/^5=-;i/) 7 

(485) 4- (2- ( (2- yu?\^^)\,) TK^) 
5 -4- (3, -7 ^-)\,) 

(486) 4- (2- ( (2- (±7^J^lx>- yu;\^^)\,) TX>f) 
-4- (2-7;i/;^D-6->{ h:^i/7niy:^pi/;<^;i/) zf^> 

(487) 4- (2- ( (2- (:^7^5'^>- ^T'D^'^y T^y') 
10 -4- (2 —f v>^ni:f;i/:^-:^$/:7aiy^^p<5=-;i/) :7ji-;i/) 

(488) 4- (2- ( (2- (:^7^S^^>- l->r;i/) t'Pv'^^ T'^^) 
-4- (2-:p-lr5^;i/-5-^ h^r$^7 3i>'^rS^^5=-;i/) :7 3ir;;v) 3:^^ 

(489) 2- (2- ( (4-^5^;i/-2- (:h:7^ U >- 1 ^>>57 j 
15 -1' ;i/) 5: y ) - 4 - 7 a. y ^rS/p< > ^mmm. 

(490) 4- (2- ( (2- (:^-7.^u>- rD/iy>f;i/) 7^^) 
-4- (2-tJ7DD-4, 5-S;;>(5=-;i/:7jiy:?pi/;<^;i/) :7 3i^>>l/) 7:$^ 

(491) 4- (2- ( (2- ro^'^y^;!/) T'^y) 
20 -4- 2, 3, 4-^ h^\i l^a^-p ^ u>- 6 

(492) 4- (2- ( (2- (:^:7iJ^P>-l->r;i,) :rD.'^y>r;p) 
-4- (3-$^:ry 7jc>':^$^p<^;1/) 7 31— ::^^5'>^^ 

(493) 4- (2- ( (2- (:h7i5'l^>- l->r;i/) -T-UMy-fj],) T^y) 
25 -4-(3-^^DD-5-p« h=^$^7 3i>'d|rS^^5^>>l/) 7 31— 

(494) 4- (2- ( (2- (:^7^l^>- T'D^^iy'^;!/) 7^^') 
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(495) 4- (2- ( (2- (:^7^S^V>- 1— rD/i^W';!^) TXJ) 
-4- (4-5''fe5=-;i^P'^^-2-i'Dn7 3iy^ri'^5=-;P) r 

5 (496) 4- (2- ( (2- (:^7:57 1 r/'ny1>'>f T^^) 
-4- (2-^5=•;^5^3^7a:y^$/^^;l/) 

(497) 4- (2- ( (2- (:^7i5^V>-l-^;i/) TUJ^JyO]/) T%J) 
-4- (4-r^5'y'f ^V^o^y'^^i/^^^-;!/) zfi^iym.. 

(498) (2E) -3- (2- ( (A-^^)\^-2-y ^ ^ )\^) 
10 T^y) -4-7 3iy#i^^^;V7 3i— ;i/) 

(499) 4- (2- ( (2- (4-7;i/;^-n±7^ T'D^^y' 

-r;i/) -4- (if^v^— 1 — r;vp<5^;i/) :7:n-;i/) 

(500) 3- (2- ( (2- (4-7;i/:4-D±7^l/>- 1 — r;i/) yu?^j 
15 (501) 3- (2- ( (2- (4-7;V:4-D:h7^$'V>- 1 — r;V) rOv'Sy 

(502) 3- (2- ( (2- (4-7;i/:^n:h7^$7 v>- 1 -xj';!,) :7'n>'^y 

-f;i/) T3,y) -4- (tr^y— 1— f;v^^;i/) rn/i^ 

20 (503) 2- (2- ( (2- ( 4 -7;^;^^:^:7^$^ l^V- 1 T-fe^^;!/) 

(504) 2- (2- ( (2- (4-7;i/;^D:^7i5^U>- 1 — r;^) rD>^^y 
-f;V) T^y) -4-7aiy'ap$/p?5^;t/^>i;;i/) ^m#^x 

(505) 2- (2- ( (4-^5=-;i/-2-7in;i/^>^J/y>r;i') T'^y) - 

25 4-7:i^y ^$^^5^;i/^>i^;i/) 

(506) 2- (2- ( (4-p?5^;i/-2- (3, 5 ^> 
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(507) 2- (2- ( (2- (:^7^l/>-l->r;i/) T'-fe^;!/) T'^y') - 
4 - 7 3^ > 

(508) 3- (2- ( (4-^5^;i/-2- ( 4 -7;i/:rD - 3 a. - 

(509) 3- (2- ( (4-p«5-;i.-2- (3, 5 -^^^p? ^> 

(510) 3- (2- ( (4-^^;i/-2- (4-^h^->-i, 3-$^a^-:¥i^ 
10 :=:;!/) 7*0 

(511) 2- (2- ( (2- (:^7t$'^>- 1— f;i/) rD/iy^;i/) -r^.^) 
-4- (2-p<5=-;i/7 3i^^i^^5^;i/) 

(512) 2- (2- ( (2- yu/^y^jv) T^^) 
-4- (2-tJ7nD-5-;.<5^;i/:7 3.y:^i^^5^;i/) ^Mmm. 

15 (513) 2- (2- ( (2- (:^:7>57i.>-i-^;b) rny'Sy-f;!/) 

-4- (s-e^p^y^oD^ ^mmm. 

(514) 2- (2- ( (2- (:h:7i$'i/>-i— :rD>'iy 
-4- (tfU$^>-3 — r;i';r^2x^^;i/) ^JiS^, 

(515) (2E) -3- (2- (3-7 3iJz;i/7°Dl^;i/) -4- (tf^y>-;i/ 
20 -1 — fj\/;^^;\y) yjc-;^) —2-yu^>m^ 

(516) 2- (2- (3- (:^7^1x>-2— f;!/) rDtr;i/) -4- (\^^ 

(517) N-^iy;V-3- (2- (2- 7 iJ' > - 2 - >f oihd^i^) 
-4- (tf^\/— — r;M5^;i/) ^'ac-;!/) ro/ivT'^ h\ 

25 (518) N-7^^;i/;^;bJtx-;i.-3- (2- (2- (:^7^S^ 2 — f 
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(519) N-7a:-;i/::^;i/7i^-;i/-3- (2- ( (3-^5^;v-l- {4-y 

5 (520) N-p{^;i/-3- (2- ( (3-^^;i/-l- (4 -7;V:^-P7 3:- 

(521) N- (lfU5^>-2->r;i/) -3- (2- ( ( 3 -^5^;!/- 1 - (4 

10 — rn^iVT^ K 

(522) N-(4 - hU:7;i/:;^-Dp«^;i/73in;v;:^;i/4^r:;i/)-3-(2-((3 

(523) N- (:h7 3'U>-2->f;i/X;P4^-;v) -3- (2- ( (3-^5^ 

(524) N-(3-^Dn-4-p«5^;i'7i— ;v;^;i'3j>n;i/)-3-(2-((3 

(4-7;i/:^o7a^::i;v) *;w^^-f;v) -4-7 

20 (525) N- (4-^^;v7ai^;i/;^;v:t:— ;p) -3- (2- ( (3-^^;v 
-1- (4-7;i/;tD:7 3:ri;p) *;wi^>f;i/) -4-y:j^y^i^ 

(526) N — r v7'Dii;v;^;i/>i^-;v-3- (2- ( (3-^^;i/-i- (4 

25 — ;v) rn^ivT^ h\ 

(527) N- (4-pts^>:7 3i— ;v) - 3- (2- ( (3-p<5^;i/ 
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(528) N- ( (1, l*-tr7 3i— ;i/-4 — ;:^;i/7h-;i/) -3- (2- 
( (3-^5^;i/-l- (4-7;i':rD7 3in;i/) *;wt^-f;i/) - 

(529) N- ( (1, 1' -tr^ai— ;i/-2 — (?]/) - 3- (2- 
( (3-^^;i/-l- (4-7;i/2r-n7 3i-;i/) :&;wt^-f;i/) - 

(530) N- (3, 4-:^7;i/:^D7:ii-;i/^;i/;}^-;i/) -3- (2- ( (3 
10 - (4-7;i/;^-D7ai^;i/) y^^j]/) >?3;w?^-r;i') -4-7 

(531) N- (2, 6-2^7;V:rD7ccn;i/::^;i/7is-;i/) -3- (2- ( (3 

(4-7;i/;i-D7 3ir^;v) :!Jj;W'?^-f -4-7 

15 (532) N- (2, 5-:i^7;^:r^7:cJ^;^;;^;l/;^^^;^) -3- (2- ( (3 
-p<5=';i/-i- (4-7;i/:rD7 3i^;i/) -4-7 

(533) N- (2, 5-^j>< h:^S/'7 3i— ;v) -3- (2- ( (3 
-^5^;i/-l- (4-7;i/7|-D7 3in;i/) 7^5^;i/) ^b^w^^-f -4-7 

20 3i>'^rS^;><^;i/73i— 7"D>'^>7'^ Kx 

(534) N- ( (E) -2-7;c— -3 - (2- ( (3 

(4-7;i/::^-D7i.— -4-7 

(535) N- (7^>-2-'f -3- (2- ( (3-^^;i/- 
25 1- (4-7;i/:^-n7 3i— itjjw^^^j\,) -4-73^^^$^^ 
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(536) N- i^:t'7:L.>-2-^)V7.))/it^=^)V) -3 - (2- ( (3-.??^ 

(537) N- (7-^Dn^>\/7^lf>-4— ;u) - 3- (2 

(538) N- (3, 4-i^^Dn7a^r:;vx;i/J^— ;i/) -3- (2- ( (3- 

10 (539) N- (4-^ h=3f^i^73i-;i/:^;V5j^-;i/) -3 - (2 - ( (3-^5^ 
1 - (4 -7;i/:tD7ain;i/) :7'5^;i/) *;wt^>f;v) -4-731-/^ 

(540) N- (3-^5^;i/7 3:^;vx;i/*c-;v) -3- (2- ( (3-^^;i/ 
-1- (4-7;i/:^-n7x-;i/) *;w^^>r;i/) -4-7^^:?^$/ 

(541) N- (2 -7;V:4-n7xc^;i/X;i/4^— -3 - (2 - ( (3-^5=- 

(4-7;v:a-n7x— ;i/) ::r5^;i/) *;w^^^;i/) -4-7x>'=^ 

(542) N- (4-S/Ty ;i/) -3- (2- ( (3-p«5^;i/ 
20 -1- (4-7;i/:tD7x-;i/) 7^5^;!/) A;!//-?^-^;^) -4-7xy'=^$/ 

(543) N- (3-S/Ty7x::i;i/;^;v>t^-;v) -3- (2- ( (3-p<5^;i/ 
-1- (4-:7;v:i-D7xr:;v) :/5^;i/) *;w^^'f;v) -4 -7xy':3s^2^ 

25 ( 544) N-(2-^'DD-4-S^Ty 7xrx;i/x;i':t;— ;V)-3-(2-((3 

(4-7;i/;?t-n7x^;i/) ::^5^;v) :^;wt^-r;i/) -4-7 
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(545) N- (3 h=¥t^7 3i^;i/;^;V5jx-;v) -3- (2- ( (3-p«^ 
5 (546) N- (4-:7'h:^^':7ain;i/x;i/3^-;i/) -3 - (2- ( (3-^5=- 

(547) N- (4-:7;i/;rD:7 3i^;v;^;i/^n;i/) -3 - (2- ( (3-p«^ 

(4-7;i/:4-n:7 3^^;i/) ;!t7;w^^-f -4-:7 3iyi|r 

(548) N-(2-:J7nD-6 - 3 _ ( 2 - ( ( 3 
-;>«^;i/-l- (4-7;i/;ra7 3;r^;i/) itjjw^^^jv) -4-7 

(549) N-(2- h V yjV:tX2 ^^jvy :c^—)\y:z,)\y7t^—;v) - 3 - {2 - ((3 
15 (4-7;i/:ra73i— A;w^^-f;i/) -4-7 

(550) N-(3- hU:7;i/:^D^^;i/:7 3i-;v;^;V7h-;i/)-3-(2-((3 

(4-7;i/;rn:7:iin;i/) :7'5^;i/) :t/;w^^-r;i') -4-7 

20 (551) N- (4-7*ntr;i/7 jc-;i/;;^;V3ix-;i/) -3 - (2- ( (3-pi5=- 

(552) N- (4--f V7-Dtr;i/7ai^;i/;^;i/:ilN^;i/) -3- (2- ( (3- 

(4-7;v:rn7 3;-;i/) 7'^;v) :&;w^^>f;i/) -4-7ai 

(553) N- (:^7^$^^>- 1 ->f;i/:^;i/7tx-;v) -3 - (2- ( (3-p«5=- 
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(554) N- (4-:75=-;i/7xr:;vx;i/>^-;i/) - 3- (2- ( (3-pt5^;i/ 
-1- (4-7;i/;^D>'x-;i/) zf^)v) *;wt^-f;v) -4-7xy'd[^-> 

(555) N- (5-^>^/-i';i/T^>'^5=-;b5^;^:7x>-2-'f;w:^;v5^— 
-3- (2- ( i3-A^)V-l - (4-7;i/;rn7x^;i/) :r^;v) 

(556) N-7x-;v::^;i/3itr:;i/-2- (2- ( ( 3 1 -7x— ;i/ 

10 *;wt^'<;i/) -4->'xydf-i/p«^;i/7xy:ap^) T-fehT"^ h\ 

(557) N-:7xn;i/;^;v7}s-;v-2- (2- ( (3 1 -7x^;v 

*?;WN'^'r;v) -4 - (2-p{5=-;i/7xy^^>p<^;i/) 7xy':^sy) 

(558) N-7xr.;i/;^;V/^— ;i/-2- (2- ( (3 1 -7x^;v 
15 :?'5^;v) *;w\-^-f;i/) -4- (2 -p? h^^7x^dp$^^5^;i/) ^x^Jp 

i/) T-b hT^ h\ 

(559) N- (5-;^5^;i/7^>-2— f;i/::^;i/5^— ;!/) -3 - (2- ( (3 

(4-7;v:^D7xr^;v) :/^;v) :*;p/t^-r -4-7 

20 (560) N- (^^7x>-3-^';v;^;i/4^-;i/) -3- (2- ( (3-p<5=- 

(4-7;v:tD7x-;v) 7'5^;v) :«;;i/>'N*^'r;i/) -4-7x^:3^ 

(561) N- (7 7>-3 — r;i/X;i/5l^r:;i.) -3- (2- ( (3-^5^;i/- 
1- (4-7;i':tn7x— ;v) 7"^;^) *;WN-^>f;i/) -4-7xy :3fi$/^ 

(562) N- (i-;><5=-;vt:n— ;v-2->f;i/y^;i/3^j-;v) - 3- (2- ((3 
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(4-7;i/:^D7a:;^;i/) ^^)Vi ;!7;w^^-f -4-7 

(563) N- (3, 5 V:^^^•t^V^— ;b-4 — i - 
3- (2- ( (3-;>i5=-;i/- 1- ( 4 -7;V::rD iT^^;!/) j!7;wt 

5 -4-73iy:^^'^5^;i/:7 3i-;i/) itd^i^if?: h% 

(564) N-^>S^;i/;:^;i/7jT-;i/-3 - (2- ( (3-^5=-;V-l- (4-7 
;i/:^D7 3i::^^l/) zT^JS/) *;wt^-f;i/) - 4 -7 3i>'^r^p«^;i/7 3c-;i/) 

(565) N- (5-S^;><5=-;l'5'^y:^7^^?^>- l-> f;^::^;^;}^-;l/) -3- 

10 (2- ( (3 ->>«5^;v- 1 - (4--:7j],:tu'7 y^-ji^) A;i/>'t^-f 

(566) N- (4-T-fe^;i'7^-/7zc— -3- (2- ( (3 

15 (567) N- (4 -i^aD73i-;i/;^;i/:^x-;L') -3- (2- ( (3-^5^;i/ 
-1- (4 — 7;i/:rD7a^^;v) pb;WN*^>f ;v) - x.y^S/' 

(568) N - ( 2 h^^*;V7i?^;i/7 31— - 3 _ ( 2 - ( ( 3 

(4— 7;v:rP7i^;i/) t'^^-;!/) ;?7;w^^-r;w) -4-7 
20 ^i/p<^;v7 3i^;i/) rp/iv:?'^ 

(569) N- (3- (3-^^;i/-5-:r^Vlf^V^— 1— r;i/) 7ai^ 

-3- (2- ( (3 1 - (4-7;i/3!-D7ai-;i.) 
*;wt^>f;i/) -4-7 3i7^rS^;>«^;b7 3i-;i/) 7*d>''?>7'^ h\ 

(570) N- i^h^^J—JV~5 — f;W - 3- (2- ( (3-^5^;i/-l- 
25 (4 -7;i/:rD7 3in;v) 7'5^;i/) jb^Wt^-r;!/) - 4 -7 =^5^.?«5^;i/ 

73ir:;i.) 7-D>'l>7'^ K 
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(571) (2E) -N-:7ai^;i/X;i/3tx-;i/-3- (2- ( (3-pt5^;i/-l 

(572) N- (t:US^>-2— I";!/) -3- (2- ( 4 2 - 7 a::::^ 

(573) N- (7^h^^/-;i/-5— f;v) -3- (2- (4-y<^;i/-2-7 

(574) N-7 3i-;v;^;i/s^:=.;i/-3- (2- (2- (:^7^^>-2— f;i/) 

10 (575) N-7 3i^;i/:^;i/3t;— ;i/-3- (2- ( (3 i -7xr:;i/ 
>b;w^^-i';v) -4- (if^^/— i --f 7a^^;i/) 

(576) N- (T^h^V^— ;i/-5-'f;V) -3- (2- (2- 

2— f;w) ^h:3pi^) -4- (tr^v^— — r;v^5^;i/) r 
15 nyiyr^ K 

(577) N- (^h^'J—)^-5-^JV) - 3- (2- (2- (:^7^^>- 

(578) N-7 3i^;i/:^;i/5^— ;i/-3- (2- (2 -731— h^ri^) -4 

20 (579) N- (T^h^V^— ;i/-5-^;p) -3- (2- (2-7 3.-;i/:i:h^ 

i/) -4- (i^^^J^— 1— f 7ai^;i/) rpy'i^r^ h\ 
(580) N- (5-:^n^-2-;>« -3- (2- 

(2-7 3in;i/jih^i/) - 4- (i^^y— 1 — r;i/>><^;v) ;v) 

25 (581) N- (3, 4-i^7;i/:ro7i^;i/::^;p4^— ;v) -3- (2- (2- 
(:^7^ v>-2— r;v) jih^F-s^) -4- (tf^V— — 
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(582) N- (7-^DD-^>y7^-tf>-4-'f;i/X;i/5t>-;i.) -3- (2 

- (2- i±y^\^>-2-'iJV) 3uh^t^) -4- 

5 (583) N- (3, 4-^ii7DD7i-;b;?;V7h-;i/) -3- (2- (2- (:^ 

7i5'l/>-2->r;V) 3lh:^5^) -4- (lf^Vr-;i._ 37 

(584) N- (3-^'7'y7 3i— -3- (2- (2- (:^7^ 
V>-2-^;i/) aih:^S^) -4- (tr7\/-;i/-l--<;i/p(^;i.) 

10 ;p) 7"n7^>:p* |s\ 

(585) N- (3-i?nD-4-^5^;i/7^-;i/;:^;i/;i^-;i/) -3- (2- (2 

- (:^7^l/'>-2-'f J^h^S^) -4- (t^v^— i_^;V^5L 

(586) N- (3 -^Dn-4-7;i/;i-D7 3i-^V>^;i/;}^-;t,) -3 - (2- 
15 (2- (:^7;$^^>-2 —f;!/) oih^i^) -4- (l^^\/-;i/- 1 

(587) N- (5-:rn^-2-7t h:¥$^:7i-;i/:;^;i/7lx-;i.) -3 - (2- 
(2- (:^7t$'lx>'-2-'r;i/) aih^i^) -4- (tf^ 1 

20 (588) N- (5-:rD^-2-^ haei^>':n-;i/;;^;p^-;i.) - 3- (2- 

(589) N-7^^;i/::^;i/7^-;i/-3- (2- (2 -373^— h^^^S^') -4 

25 (590) N- (3 -^'^D-4-:7;^;^^D7aL-;^;;^;^4^-;^) -3- (2- 
(2- (:^7i5'^>-2-^;i/) -4-. (3 -S^:r>'7i>':if>> 
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(591) N- (3 —y-r^f y 3^=^jv::^)\y^-)v) -3- (2- (2- ii-y^ 

5 (592) N- (3, 4-t^^7UUy 3L=^?V:^)]^^=.)V) -3- (2- (2- (:^ 
7i5'l/>-2— Y;!^) -4- (3 -S^Z^ 7 7 

(593) N-(3-e7Dn-4 -p? x-;v:^;i/7fcn;i/) - 3 - ( 2 - ( 2 

- (:^7^5'^>-2-'f ;V) 3il>=3pj/) -4- (3 -$^7^^7 31^^$/^^ 
10 ;v) yuj^>T^}^^ 

(594) N- (7 -^DD^>\;7^1f>-4--r;i/X;i/if:— -3- (2 

- (2- (:^7^5' 2— f;V) -4- i3 -i/T^ y x.^^ ^ 

(595) N- (3, 4-Vy )]y:^uy -3- (2- (2- 
15 (±y^]y>-2—^)\y) :x.h^iy) -4- ( 3 -S^T^' 7 31^ ^->^5^;V) 

(596) N- (5-:7'D^-2-p< h=^r^7xr:;i/;^;i/7jt-;i/) -3- (2- 
(2- (:?-7j57^>-2— r;i/) 3^h=^^) -4- (3-i/7y'7aiy^S/ 

20 (597) N- (3, 4-$^7;i/:tD7 3i— ;i/;^;V5}^-;v) -3 - (2- (2- 
7i-;vaih^s;') -4- (If^\/-;i/-l-'f;i/pt5=-;v) rn 

(598) N- (3, 4-s^:7;i/:rD7 3i— ;i'x;i/5it^— ;v) -3 - (2- (2- 

(599) N- (3, 4-i^y;V:^uy3^—)iy.Jl-^:^)\y) -3- (2- (2- 
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(600) N- (3, 4-S^7;i/:rD7 3i^;i/;^>l/7^^;i/) -3 - (2- (2- 

(2H-^>Vh ;v-2 — r;!/) j^h^s^) -4- (ir^^/— ;v- 

(601) N- (3, ^-V:p }}/:^uy 3^=.)}y7.)\/-^—y\/) -3- (2- (2- 

(iH-^>yh';7\/— — r;!/) -4- (bf^y— 

(602) N- (3, 4-S^77l/;^-D:7ai— ;i/:;^;i/;tc— ;v) -3 - (2 - (2- 
10 (2-^^;i/^yy-f 5:^5^^/— l-^f;!/) jih:^$/) -4- (i^^v^— 

(603) N- (3, 4-i>7;i/;rn7ai— - 3- (2- (2- 
(iH->f 1 — r;v) j^h=^^) -4- (if^y— 1— r 

15 ( 604) (2 E) -N- (3, 4-2^7;i/::rD:7 3ir^;i/^;i/7f:^;i/) - 3 - (2 
- (2- (:^7^^>-2— r;i/) aih^ri^) -4- (If^V^— 1 — T 

(605) N- (3, 4-5^:7;i/;rD7 3i^;v;:^;i/*:n;i/) -3 - (2- (2- 

(!^7^v>-2 — r;v) Jih^es^) -4- (4-p«5^;n^'^^i^>- 1- 

(606) N- (3, 4-S^7;V;rn:7 3i-;i/;;^;i/j|x-;i/) -3- (2— (2- 
(:^7^l/>-2— f;V) cchdpj^) -4- (4-T"fe^;H^^^^>- 1 

(607) N- (3, 4-iy-7;\/:ttiy 3L-)l^)l7t-^-)V) - 3- (2- (2- 

25 (•^y^u>-2 — f^v) 3ih^2^) -4 - (^;i/7i^U>'-4— r;i'p<^;i/) 
:7 3i-;v) rn^iVT"^ h\ 
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4 



(608) N- (3, 4-i^7;i/:tP7 3i-;i/X;i/^— ;V) -3- (2- (2- 
(±7^i/>-2-^;b) -4- (ifUi^>-3-^;v;^=ae>>p< 

(609) N-7a.n;i/;;^;V5^-;v-2- (2- (2- (:^7>S^ V>- 2 — 

(610) N-7i-;i/X;v4^-;V-4- (2- (2- (:^7^V>-2-'<;i') 
3- j^dp,^) _4_ ( If ^ >/~;v- 1—r ^^'V') :;^^>:*'^ h\ 

(611) N- (3, 4-^7;V:rD7 3i— -4- (2- (2- 

(:^7^^>-2-'f;^) J^h^e^) -4- 1 -^^v^^^v) 

(612) N- (liUS?>'-3-^;V;^;V7l^->'l') -3- (2- (2- 
l/^_2->f;v) aih^apj/) -4- (i^^V-;i/- 1 —f 

(613) N- (i-^^;nfn— ;i/-2-w;v:^>>V'^-=--'^) -3- (2— (2 
15 - (:?-7^v>-2-'f;v) aih=3f-s^) -4- 1 

(614) N- (4-p?^;v^7y— ;^-2-'f ^V) - 3- (2- (2 
_ (:^7^v>-2->f;v) 3ih:3p-» -4- (i^^\/-;v-i— f;v^9^ 

20 (615) N- (3, 5-s^^5^;Wv:r^i^^/->'^-4-'f;i/x;v4^-;v) - 
3_ (2- (2- (:^:7^$'^>-2->f;^) j^h^i^) -4- (t^^y-;v 

(616) N- (tf -2— f;v:^-'^'i^-''W -3- (2- (2- (-^y^ 

25 7*n;i>7^ b\ 

(617) N-t l«D:3^ix-3- (2- ( (3-^^;V-l- (4-7;W:ro7 
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(618) N- ( 1 ;i/-2— <;i/>^;v>^— - 3- (2- 

(2- (:^7^V>-2 — r;V) 3:h^r$^) -4- (If^^/— 1 — T ;V 

(619) N-:7az-;b;^;i/;fv-;v- 2- (2- 2 — f a: h 

(620) N- (5 -p«5=-;v7^>-2— r;p:^;^4^— -3- (2- (2- 
(:^:7tJ^ v>-2— r;v) - 4- (tf^v^— — r;i/^^;i/) 

(621) N- iZ7^>-3-^;V7.Jl'n->—;\y) -3- (2- (2- 

>-2->f;i/) aih:^^) -4 - (Vf^v^— — r;v^^;i/) 

(622) N- i9-:fPj^>-3-^JV::^JVn--—;v) -3- (2- (2- (:^7 
15 ^i^>-2 — r^v) Jih^ri^) -4- (l^^\/— — r;i'^5^;i/) z^x. 

(623) N- (2, 5-S?.>« h:^^73i— -3- (2- (2- 
{±7if\y>-2->f}]/) ai-h^Sy) - 4- (tr^y— ;v- 1 ->r 

20 (624) N- (4 h:3p5^:7airi;i/;^;i//}N-;v) -3- (2- (2- (:^7 
^u>-2 — (jv) J^h^s^) -4- (e^y— 1— r;v^5^;i/) 

(625) N- (3, 4-s^:7;i/:*-D:7 3i-;i/:^;P7jx-;i/) - 3- (2- (2- 
i/^n^:^i>';v:4-^S'ji -4- (i^^v^— 1 — f;bp<5=-;v) 7 

25 Ji^;i/) 7'D>''«>:?^^ K^ 

(626) N- (3, 4-t?7;i/:rD7 3i— ;v) -3 - (2- (2- 
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(627) N-7 3icz;u;;;;i//^-;i/-3- (2- (2- {3 h^ty^>'>^-( 
5 U^^>TK K 

(628) N- (3, 4-i^:7;b:tD:7a^-;v::^;V4^-;i/) -3 - (2- (2- 

(3-^ h^s/^>\/-f :nh=^i^) -4- (t:^v^-;i/- i--f 

(629) N - ( 3 , 4 - i^:7 ;v:tn :7 ;v) - 3 - ( 3 - ( 3 - 
10 y 3^:^;]/yti^^^s/) -4- (i^^\/— ;v- 1 — r;p^5^;v) 

(630) N- (3, 4-i?7;i/:rn7 3i^;vx;i/3^— ;v) -3- (3- (3- 

v>- l->r;v) rn>}^:3pi/) -4- (tr^\/— i->f;v^5^ 

15 .(631) N-7 3i-;i/;^;V5i^^;i/-3 - (2- ( 

jv) *;w^^'r;v) -4- (li^v^— 1— f;vp^^;v) :/n 

(632) N- (3, 4-t>yjv:tny3L=.f]yy.}\/^—j]/) -3- (2- ( (i- 
7 1 ->f;vp«^;v) A^w^^-f;!/) -4- (i^^y— i — r;i' 

(633) N-y:i^-jvy.;\yn^^?]^-3- (2- ( (:^7^^>-2— f;vpif=- 
*;w^^>f;v) -4- (br^vr— ;p- 1— 7x-;W rn 

(634) N- (3, 4-i>7;V;tn:7 3in;i/::^;i/7^::z;v) -3- (2- ( (:^ 

25 7^v>-2 — r;^^^^^-;!/) *;w'?^-f;i/) -4- (tr^\/>-;v- i ;v 
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(635) N--7 3L-j]y:7.jv:^-jv-3- (2- (^>5^;i/*;wt^-f -4 

(636) N- (3, 4-S^7;i/2rD7 3iri;i/X;i/5t^n;v) -3- (2- 
i^;i/*;Wt^-f;V) -4- (l^^V^— — fJV;<^JV) rTD 

5 /SVT"^ h\ 

(637) N- (3, 4-2^:7;i/::4-D:7^-;i/x;i/7j^^;i/) -3- (3- (3- 
(:)-y^U>-2 — fJV) rOTi^^t/) -4- (l^^y— l->f ;!/;>{ ^ 

(638) N-7 3i-;i/::^;i/7jv-;i/-3- (2- ( ( 3 1 - (3,5 
10 -$<?^5^;i/:7i-;i/) lyb^wt^-r;!/) -4- (i^^\/— 1 — r 

(639) N- (3, 4-S^7;i/;^n7airi;i/;;^;i/;jx-;i/) - 3- (2- ( (3 

(3, 5-j^p«5^;i/7 3i-;i/) y^jv) A;w^^-r;i/) -4 

15 (640) N-7a^-JU^;V7tK-;v-3- (2- ( (3-^5^;V-l- (3, 5 
-t^^ h^t^y^—M y^Jl^) tiJW^^^JV) -4- 

(641) N- (3, 4-S^7;i/::rD:7 3i-;i/;;^;i/7!?-;v) -3- (2- ( (3 

(3, 5 -S^pi h^sy^ji-;!/) tiJW^^^;v) - 

20 4- (i^^>/— — fjv?i^j\^) :73:-;i/) :rD^i>:r^ }«^ 

(642) (2E) -N- (3, 4 -$^7;i/;^-D :7 3l^;^y^;^:fJ^-;^) - 3- (2 
- (2- (:^7^1x>-2->f;i/) Jihc^i/) -4- (4--T'fe^;i/l^^^ 

(643) (2 E) -N-7 3icz;v;^;i/7^-;i/-3 - (2- (N-^>S^;i/;:^;i/ 
25 :tc— ;i/-N-^5=-;i/7'^ y) -4- (i^^y— 1 --f ;M5^;i/) ^a^n 

-2 -iTD^^^'^ K> 
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(644) (2E) -N- (3, 4 -:^:7;V:rD 7 3ir:;i/;^;i/4^-;i/) - 3- (2 

(645) N- (3, 4-$^7;v:rn7 3i-;v::^;v3l^-;v) -3- (2- ( (2 
5 _ (^7^i/>- 1— T^^) -4- (i^^\/-;i/-i- 

(646) N- (3, 4-^7;i/5}-n7 3i-;i/:^;i/>^-;i') -3- (2- (2- 
(^;i-7x>-2-'i';i/) 3^h=3f-2^) -4- (if7\/-;v- 1 — Y;!/^^;^) 

10 ( 647) N- (3, 4-S^7;i/:^n7 3Lr:;VX;i/5j^^;V) -3- (2- (2- 

(5=-3j-7x>-3— f 3^h=^s/) -4- (vf^y-;i/- 1— 

(648) N- (5^h^^/— ;v-5— - 3- (2- ( (3-^^;v-i- 
(3, 5-s^p<5^;i/>'3^-;i/) :/5^>'^) *;wt^'r;v) -4- (2-^nD 

(649) N- (3, 4-s^7;i/;^-n7i— ;vx;V5l^— ;v) -3- (2- ( (3 

(3, 5-5?;>«^;i/7x— ;v) *;w^^-f;v) -4 

- (2-<J'nD-5-;*5=-;V7xy:3Ei2/^5^;i/) 731— ;V) 7*D/1>T^ 

(650) N- (3, Muy jc-)]/^;]y^-)V) -2 - (2- (2- 

20 (:^7i5'^>-2-'f ;!/) a^b^s/) -4- ( t!^^/— 1 — i';v^5^;v) 

(651) N- (3, 4-s;7;i/:^n7 3i-;v;^;i/3^-;i/) -3- (2- (2- 
(:^7^S'V>-2— f 3^h=^5^) -4-$^^5^;VT^>'^5^;V7 3i:^;V) 

25 ( 652) N- (3, 4 -i;7;b:^n 7 ;v) -3- (2- (3- 
s/^n^^2^;v7'n7jf:^s^) -4- (t!^\/— ;v- 1 -^f 731— 
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(653) N- (3, 4-5^7;i':rD73^— -3- (2- (2- 
^si^^i/s^h^sy) -4- (e^vT— f;i/^^;i/) -ps^^ji^) y 

5 (654) N- (3, 4-^:7;i/;rD:7ac:=:;i/::^;i/:!}x-;i/) -3- (2- (2- 
(:^:7^V>-2->r;i') J^h=^i/) -4- (3-;»<^;i'-2-;^=3|rV-f ^ 

(655) N- (3, 4-S?7;V;rn7 3i— -3- (2- (2- 

(:^7^i/>-2--f ;v) aih:3p2x) -4-^>y-r;i':?'^^ :r 
10 u?^yrK h\ 

(656) N- (3, 4-s^7;i/;^D73i— -3 - (2- (2- 

(657) N- (3, 4 -z^y;]yytuy y^—;]y:^;v:t^—;v) -3- (2- (2- 
15 (::^:7a'^>-2-'r;^) -4-^s^;i/T^>'7ai— y'a/^ 

>7'^ Kx 

(658) N- (3, 4-i^7)V:tm'7si=.)V:^JVn^—)]^) -3- (2- (:^7 

t^vv-l — f ;i/>!7 ;w^^>r h:^!ri^) -4- (if^\/— 1 
20 (659) N- (3, 4-i^7;i/:;rD7 3i~;i/::^;i/;i^-;i/) -3- (2- (^> 

(660) N- (3, 4-i^:7;i/;rD7air:.;i/:;^;i'j}x-;V) -3- (2- (2- 
(3-^5^;v^>\/-f;i/5'^y ) jzhd^pS/') -4- (t^^y— 1 — f ;p 

(661) N- (3, 4-:^7;i/:4-D7ai— -3- (2- (2- 
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(662) N- (3, 4-i^7;i/:rD7ai^;v;:^;i/7jT-;i/) -3- (2- (3- 

5 d/'?>:p^ Ks 

(663) N- (3, 4-$^7;i/;!j-D7ai— ;v) -3- (2- (4- 

(664) (2E) -N- (3, 4-P7?\^:!tuy :il=:)V7.J]/^=^)\/) -3- (2 
10 - (2- (:^7^ W-2--f;v) ozhdfi/) -4- (2-:r^Vl:fDU^ 

(665) N- (3, 4-i^7;i/;rD7:c-;v:^;U5lx-;i/) -3- (2- (2- 

(3- (if^uy>-i — r;i/) 7 31— -4- (if^\/— ;v 
-1 — f;v^^;i/) 7 31— rp;i>^> 
15 (666) (2 E) -N- (3, 4 -i^7;b;^-p 7 - 3- (2 
- (2- (:^7;5'V>-2 — f;!/) J^h=¥$^) - 4 -i^T^ ;>^^;i'7 -;i/) 
-2-rD^>T^ h\ 

(667) N- (3, 4-i^7;i/;*-D7 3i^;b:^;i/>rt— -3- (2- ( (3 

(3, 5-i^^5^;V7 3i-;v) *;w^^-f;u) -4 

20 - (^;i/:tcU>-4— f;v^f^;i') rD^^>T^ Fs 

(668) N- (3, 4-i^7;V;rD7ai— -3- (2- ( (3 

(3, 5-t^;^^fvy3^-;v) -^^j]/) ;b;w^^-f;i/) -4 

(669) N- (3, 4-i^7;i/:^n>'3i-;i/;;^;V7fc-;v) - 2- (2- (3- 

25 i±:7^v>-2 — r;v) yu}^)]/) - 4- (i^^^/— ;v- i— 
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(670) (2E) -N- (3, 4-i^7;i/:4-n7ai-;i/;^;i,^-;V) -3- (2 

- (2- (•^'7^U>-2-'iJV) cnh^^) -4~ (5^:^7ai>- 3 

(671) (2E) -N- (3, 4-e;:7;i.:^-D:7:c^;i.>^;i,7jx-;v) -3- (2 
5 - (2- (:^7^^'^>-2--|';l/) :i:.h^Sy) - 4-^>pj\,y a^-;],) - 

(672) (2E) -N- (3, 4 -i^'7JV:tU-7 3^-j],x;i^-JV) -3- (2 

- (2- ('^yi^]y>-2-'iJV) -4- (N — ^W^;i/-N 

10 (673) N- (3, 4-py)],:tU-:7:rL-J],:7,JV:^—Ji,) -3- (2- (2- 

-4- (2-^5^00- 5 -p«5^;i.:7:Ey'it^^>^5^;i/) 7 

(674) N- (3, 4-$;7;i/:;rD7air:;i/x;i'7|^ri;i/) - 2- (N'-^5^;i/ 
-N'- (2- (2- (:h:7^l/>-2-'f ;i/) ^h^s^) -4- {}^^^J— 

(675) N- (3, 4-S^>^;i/3j-D:7ccr:;i/;:^;i.7j>-;i/) -3- (2- (2- 

(±y^]^>-2-^)i) a^h^i^) -4- (N*-:p-b5^;i/-N'-^^;i/ 

^'-^^^^'l/) ;P) 7*D>'^>7'^ Kx 

(676) N- (3, 4-i^yjV:tu^3^-;],:;^j\/7i^~;]^) -3 - (2- (2- 

20 (:^7^U>_2-^;i,) aih:^$^) -4- (N' -OL 

(677) N- (3, 4-e^7;i/;rD:7 3i-;i/;3i^V7jx-;i.) -3- (2- ( (2 
-3-7 3i-;i/-2-rD^-;i/;r:^2^) -4- — f 

25 ( 678) N- (3, 4-5^:7;i/;rD:7:n-;i.x;i/;J^-;V) -3- (2- (2- 
(N'-^5^;V-N'-7i-;i/7^y) -4- (tr^vr_;v- 1 
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(679) (2E) -N- (3, 4-1^-7 J)/:tU 7 - 3- (2 

- (3-7 3i^;i/rnbr;i/) -4- l—c jv^^^jv) yj^- 

5 (680) N- (3, 4-5^7;l/:t^7 3ln;^>^;l/3^^-;^) -3- (2- (2- 
7 -4- (3-$/'Ty:7 3i>'dpt/p?5=-;i/) yj^-ji) rn 

(681) N-^>i^;i/-N-b KndF-S/-3- (2- (2- (:^7:$'^>-2 

jihJpi/) -4- (lf^\/-;i/- l->f;i/p<5^;i/) rn 
10 ^^>T^ Ks 

(682) N- (3, 4-t^yjV:tuy3^-)V:>^jV:^.-;v) -3- (2- (2- 
(:^:7^i/>-2 — -4- (^^T^/-;!/- 2 —f ^ 

(683) N- (3, 4-S^7;i/::4-D7 3iri;i/X;i/^^;i/) -3 - (2- (2- 

15 i±y-^u>-2—()v) -4- (i^y-^>-2— f;i/;^^s/) 

(684) N- (3, 4-^yj]/:ttiy:j^—;iy(.;vn^-;]/) -5 - (2- (2- 

20 (685) (2E) -N- (3, 4-i^:7;i/:^D7ai-;i/;^;i/;j^-;i/) -3- (2 

- (tf^^/— 1— -3- (2- (:^7i5^ 2 ;W 

3^:^7ai>-4->j';V) -2-rD^>T^K> 

(686) (2E) -N- (3, 4-^^y)^/y^uy3L—)V7.)^/'^^=.)\^) - 3- (4 

- (tf^V— l->f;v^5^;V) -3- (2- (:h7^1/>-2 — r;i/) 

(687) N- (3, 4-l>y Muy 3L=.)\,y,)]yij;^-)]^) -3- (2- (2- 
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(688) N- (3, 4 ~t^'7JV:taZ7 3i=.;v>(,jl/n<-j]/) -3- (2- (2- 
(4-7ai::r;i/- 1, 2, 3, 6 -5^ h^t: Knlf US^>- 1 — T x h 

5 ^^y) -4- ^^n;!/) yu/^>^^ h\ 

(689) N- (3, 4-S^:7;i/:rD7 3i^;i/>^;i/;itx-;i/) -3- (2- (2- 

(690) N- (3, 4-i^7;i/:;^D7 3i^;i/;^;i/7}x-;i/) -4- (2- (2 — 
10 h^ri^) -4- O-i/^y^inyi^^p?^^;!^) y jl—JV) 

(691) N- (3, 4-S^7;i/:tD37i-;i/;;^;i/j}x-;U) -4- (2- (2- 
(±^^U>-2—f)V) cchdps;.) -4- (S-i'Ty^a.y^Ji^S^^^g^;!.) 

15 (692) N- (3, 4-i^yjV:tU^3i-j]yp(,;],:^-j],) -3 - (2- ( 5 - 

(693) N- (3, 4-S^7;i/::rD7 3icz;i/;^;i.;t^-;i.) _2- (2- (2- 
(:^>'^5^1/>-2-^;i.) rch^S^) -4- (tr^^-;!.- 1 

(694) N- (3, 4-J^7;i/;rn:7 3in;i/;;^;i^;t^-;i,) -3- (2- (2- 
(tr^y~-;i/-l-^;i/) -4- (}f^-J-Jl- 1-^ jv^^jv) 

(695) N- (3, 4-i^^Jl^:tn-7 -3- (2- (2- 
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(696) N- (3, Muy 3L-;vX)]/^r:.)l^) -2- (2- (2- 

(697) N- (3, 4-t^yj]/7tvy3i-;v:7.)]/'^=^n/) -3 - (2- (2- 
5 (N-ai5=-;i/-N-7 3ir:;i/T^>') a:h^rS^) -4- (tf^V^— 1 - 

(698) N- (3, 4-i^y)\/:tuy -3 - (2- (2- 
(N- (2-fcKa^i/Ji5^;i/) -N-73ir::;P:P^y) -4- 

(tr^y— 1 — 731— ;v) t'd^i^t^ K 

10 (699) N- (3, 4-t>y)V:tti'7 si::zjVX;V7iK-)]/) -3- (2- (3- 

— r;!'-??^^;!/) y^^—;]^) yn^^>T^ K 

(700) N- (3, 4-i^yMuy:xL-;VX?V^-)\/) -3 - (2- (2- 

(:^7^j^v>-2->r;i/) 3ihdp$/) -4- (if^y— i-'f;!/^^;!/) 
15 :7j^-;i/) T'ntfVT^ 

(701) N-y :i^—;i/X)V7)^~;]/-3- (2- ( (3 i -:7aicr;i/ 
:^^;i/) *;w^^>f;i/) -4-73iy'^^^5=-;i/7x— ;i/) rn^^iVT^ K 

(702) N- (3, 4-i>y?\/:!tuy -3 - (2- (2- 
tl*ndE^$^-2- (rh7^S'V>-2— f;i/) o^h^^-) -4- (S-i^T^ 

(703) N- (3, 4-$^7;i/:4-D7 3^— ;i':^;i/7i>— -3- (2- (2- 
(3- (^;i/:!}>U>-4 — r;i/) ;i/) aih^IrS^) -4- (tr^\/~;i/ 

-1 — r;i/^5=-;i/) :7^-;i/) ra^^'^VT^ 

(704 ) 3- (2- (5-^5^;i/-3-:7ai^;i/^=!p-!^-y^;i,) -4-7^^ 
(705) 3- (2- ( (3-^5^;v-l- (4-7;i/;rD7ji-;i/) 
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(706) 3- (2- ( (3-p«5^;i/- 5b;wi^>f;ix) - 

(707) N- (3-p«^;v-l- (4-7;i/;?i-D7 3i-;i/) - 2- (3 

(708) N- (3-p<5^;i/- 1 - (4-:7;i/;^d:7 3i^;p) - 2- (3 
—-7 3u-)\/:7.)V•^—)^/'r^ j yu t:;v) - 5 - 7 ai y 5 

(709) N- (3-p«^;i/-i- (4-7;i/;4-n:7 3i-;v) - 2- (3 

(710) N- (3-p<^;i/-i- (4-:7;i/5j-D7 3r^;i/) - 2- (3 

(711) N-7:c-;i/;^;i/3tN-;i/- (2- (2- (r^-^^J^ U>- 2 -^r^V) 
h^^-) -4- (1^^^/— 1 — r^vp*^^;!') 7'^x'>!3;i/5i?=3F 

15 it^ K 

(712) N- (3, 4-S^:7;i/:^0 7 3i-;i/;;^;P3jv-;i/) -N'- (2- (2- 
(:^7^^^>-2 — r;i/) :x.Y^ly) -4- (VT^^/— 1 ->f 

(713) 3- [1- (4-:7;v:^n7 3iri;v.) 
20 -3-^5^;i/^5^;i/T^y pb;i/;}?^;i/] ^n>'i>:p^ h\ 

(714) N- (3-p?5^;i/- 1- (4-yj]/:tu7:iL-jv) -2- (2 
- (t^ h^v/— 5— -r;i/) ji^^-;!^) -5-7 3i^^s^^^;u^>X7'^ 

(715) 1- (2- (t^ h^\/— ;i/-5 — r;i/) - 2- (4-pt5^;j/ 

25 -2-7ai— ;i/^>5^;i/:r^$^) -4-7 3iy'^$^^^;i/^>-if> 

(716) N- (2- (2- (2- (:^7tJ^U>-2-'f;P) Jihdp^) -4- 
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(717) 3- [2- [2- (:^7^$'l/>-2— f;V) 3L^)\^:t^t^l - 4- ( 1 
5 (718) 3- (2- (2- (2- (:^7^ 2 -'f ;V) J^h^S^) -4- 

(719) 3- (2- (2- (2- (:^-7^$'lx>-2->f;V) J^h^i^) -4- 

(tf^V^— ;v- 1 ->r;vp«9^;i/) 7^1— ;v) 2, 4-;^=^'9-i^ 

10 5 -:t> 

(720) 3- (2 - (2- (2 - {±y^V>- 2-^)1^) -4- 

(721) 4- (2- (2- (2- (:^7i5'V>-2-^;V) o^b^S^) -4- 
15 (t:^\/— 1 -^.'l^^^'^l') >'^) 1' 2, 3, 5-:^^ 

^^Ti^T^J—)^- 2 

(722) 3- (2- (N-^^;^-N- (2- {-^7 ^ ly>- 2 JV) 

;p) T^^) -4-7 3i>':3irS/p«5=-;i/7 3^-;w) yu^-^>m> 

(723) 3- (2- (N-r-l25^;V-N- (2- V>- 2 — f ;V) 3^ 

(724) 3- (2- (2- (:^7:?V>-2— f;V) -4- (tf 
(725 ) 3- (2- (2- (:h7^V>-2— f;V) -4 

- (tf^y— l-'i'>'V^^^^) :7at-;v) rn^^'^vm. 

25 (726) 3- (2- (2- (N-^>i^;V-N-^5^;i/T^ ^ ) ^h^S^) - 

4- (if^y— — r;v^^;v) rn.'iv^. 
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(727) 3- (2- (2- (N-^>^;i/-N-ai5=-;i':7'^ ^) jch:3|rJ^) - . 

4- (t:^\/— i->f 7'o/^>^^ 

(728) 3- (2- (2- (N-7 3iJ:i;i/-N-rnl^;i/T^y) oihdpi/) 
-4- (tf^^/— — f;i/p<^;i/) 7'd>''?>^, 

5 (729) 3- (2- (2- (6-^ h^S^-::h>'i5^V>-2-'r;i') J:^h^i^) 

-4- (ir^v^— — f;i/p«5^;i/) 7•p.'^>^^ 

(730) 3- (2- (2- (:i7;wW--;i/-9— f ;v) Jih^^) -4- (t: 

(731) 3- (2- (2- (9, 1 0-5^t KPT^US^>-9-;r>- 1 0 

10 — 3ih^t^) -4- ;i/^5=-;v) 7 3i^;v) 

(732) 3- (2- (5-7 3i^;v^>5^;i/) -4- ;v- 1 — T 

(733) 3- (2- (5-y l-^yy'—;]/) -4- (tf^^/— 

15 1 --r;^^5^;i') 73i^;i/) 7*d71>Mn 

(734) 3- (2- (5-7 31— 1 -4- (If^^— 
1 — f;i/^5=-;i/) 7 3i-;v) :rn>'^>i?^ 

(735) 3- (4- -2- (:?-7^W-2 

20 (736) 3- (2- (2- (N-7 3in;i/-N-pi5^;i/X;i/7^-;i/5^^y) 31 
h=3[^$^) -4- (i^^v^— ;v- i->r;v^^;v) 7cc— 7'd>'1>^^ 

(737) 3- (2- (2- (N-T-fe5^;V-N-7i— ;i/:7'* y) 3ih:3|rS^) 

-4- (t:^v^— 1 ->r;i/p<^;i') 7jl^;i/) itd^iv^. 

(738) 3- (2- (2- (N-'^>S^;V-N-7ain;V7'^>') aihd^$/) 
25 -4- — f^l/pi^^;!^) rD>''?>^^ 

(739) 3- (2- (2- (N- ( 2 -^TVoi^^;!/) -N-7 3i-;V7'^ 
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(740) 3- (2- (3- {yx.>^^Vi»-10-'^)V) T-n^lfdri^) -4 

(741) N- (3, 4-i>7;v:*-D:7 3i^;v::^;v5^— ;v) -3 - (2- (5- 

(742) N- (3, 4-:^:7;v:4-D7 3i— ;v;^;w*:^;v) -3- (2- (5- 

1 -'^vt"— -4- (ii^\;— ;v- 1 -'f 731— 

10 (743) N- (3, 4-i>yMtiy:c=.)]/:7.)Vn^—}V) -3- (2- (5- 

(744) 3- (2- (N-^^v^-otr^^e^y- i--r;v) -4- (t:^\/ 

15 (745) N- (3, 4-s^:7;i/:4-n:7 3i^;i/x;i/7jN-;i/) -3 - (2- (N- 
^>\/'f;nf^^i^>- 1— -4- (tf^y— — f;^^^-;!/) 

(746) 3_ (2- (2- (3-p«^;v- 1-7 31— ;^:r^;^*;w^•^>f;^) 

20 }]/-5-:t> 

(747) 2- (i-^>s^;v-3- (3-p<^;v- l-7 3l-;^>^^;^*;w^• 
^-f;^) 'f >i*-;i/-4 — fi^^^ 

(748) 3- (i-^>5^;v-3- (3-^^;w- l-:7ai-;i/r5^;v*;w^ 

25 (749) 3- (2- ( (3-^^;i/-i-7 3i-;i^:75^;v) *;vM^-f;i/) - 
4- (3-5^Ty^>^:^;i/:^=^^') 7 3i-;i/) rn.'"^^^. 
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(750) 1— ^>i^;i/-3- (3-^^;i/- l-:7:c-;i/:7^^;i/:i7;WN-^>f;i^) 
- 5 — f > K-;i/*;i/3^f>MN 

(751) 3- (2- ( (3-^^;i/-l- (3, 5-S^^^;i/7i-;i/) 
5 >®s 

(752) 3- (2- ( (3-^^;i/- 1 -:7^ri;i/:r5=-;i/) - 

(753) 3- (2- ( (3-^5^;i/- ^ij^W'C^-f ;v) - 
4- (N-^5^;i/-N-;»<5=-;i/:^>>l/3}^-;VT^y) ^a^n;!/) 7'D>'1>^^ 

10 (754) 3- (2- ( {3-^^)\y-l-y )\,) - 

4-^ h^i/:^;i//}f-;i/7'*y73i^;i/) rD>'i>M> 

(755) N- (3, 4-5^:7;i/;^D:7 3i^;v;;^;i/7jv-;i,) -3- (2- ( (3 

15 (756) N- (3, 4-i^:7;i/:^n7^-;i/X;i/5}x-;i/) -3 - (2- ( (3 
-^5=-;i/- 1 -7ai-;i/:r5^;i/) ^;w?^-f;v) -4- (N-^^;i/-N- 

(757) N- (3, 4-S^7^l/:^a:7i-;i,;;^;P7j7-;i/) -3 - (2- ( (3 

20 T'^y :7ai^;b) :rD>''?>:7^^ K^ 

(758) 3- (2- (2- (3-^5=-;^- l-7ai-;i/r^;i/:^7;wt^-f;i/) 

5 -5^;*-> 

(759) 3- (2- ( (3-^5^;i._l- O-pt^;!.^:^^;^) IT^^;!/) 
25 ;W^^-i';i.) -4- (3-i^Ty 7:tydp$/^5=-;i/) 7D/1>^, 

(760) 3- (2- ( (3-^f^;u-i- (3-^ h^s^7^-;i/) :r5^;v) 
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(761) 3- (2- ( (3-^5^;i/- 1 -7 3i:=:;i/:7'5=-;v) :^7;wt^-f - 
5 (762) 3- (2- ( (3-^5^;i/- *;w^^-f;v) - 

(763) N- (3, 4-i^7;i/:tP7air=.;i/x;V7}^— -3 - (2- ( (3 

l_:7 3i-;i/:/5=-;v) *;w^^>r;v) -4— r V7-oi^;i/:^;v7^ 
10 (764) 3- (i-^>i^;i/-3- (3-p«^;i/-i- (3, 5-P^^)Vy 
(765) 3- (1- (3-5^7'^^>S^;V) - 3- i3-^^?V-l - (3, 

15 (766) 3- (2- ( (3-p<5=-;v- 1 - (3, 4-$^^ h=^S^7x-;V) ^ 
;!7;wt^>r;i/) -4- (3-^'r^7ai^^s^p«5^;i/) 7 :7* 

(767) 3- (3-^>$^;i'- 1- (3-p«5^;v- i-7 3i-;v:/^;va;w^ 

20 (768) 3- (2- ( (3-^^;i/-i- (3 -^5^;^-4-7;^:rP7x- 
;^) :7'5^;w) pt7;wi^-f ;i/) -4- (3 -^/t'^ 7:t^^2^pi5=-;i/) 

(769) 3- (2- ( (3-^^;^- 1 -:7 3iri;i/:r5^;v) A;w^^>f;i') - 

25 (770) 3- (2- ( (3-^5^;V-l- (3, 5 -i^^ b ^^^-7 ^-^V) 

:tj;w^^-f;v) -4- (3-s^T>'7aiy^5>'^5^;v) ;i/) 7" 
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(771) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^M-^Ji^y :xi-J]^) zTf- 
5 (772) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^^5^;i/:7 

(773) 3- (2- ( (3-^5^;i/-l- (3, ^ -V :^'f-}\/'7 zc^JV) ^If^ 

10 

(774) 3- (2- ( (3-p<5^;V-l- (3, 5 ;U:tU-p zT 

(775) N- (3 -7;i/::a-n7 3i^;i/::^;i/7}N-;V) -3 - (2 - (2 - (3- 

15 ^Y^^y-y :^~)\,±)\,if^-)vrx^) 3Lyi>rt/) -4- (tr^\/— 1 - 

(776) N- (4-7;l/2^D7 3l-;^:;^;l,;}x-;^) -3- (2- (2- (3- 
^ h^rS^7ai:::i;i/:!i7;i//if-;i/7'^y ) ach^rt^) -4- (l^^V^— 1 - 

20 (777) N- (4 -^^;i/:7 3i-;i/;^;i//fv-;i/) -3- (2- (2 - (3-p« 
hdes^7 3i^;i/A;i/7jf::z;i/:7^^y) ji-h^i/) -4- (i^^vr— — f 

(778) N- (3-::ihD7ain;i/>^;i/3^-;i/) -3- (2 - (2 - (3-^ 

(779) N- (3-i'P'y :7 3i-;i/>^;i/jjx-;i/) -3- (2 - (2 - (3->< 



957 



wo 03/016254 



PCT/JP02/08120 



(780) N- (3-;>?5=-;v7 3i— -3- (2 - (2 - (3-^ 

(781) N- (3 -pi h=^^7 3i^;i/;^;V;^-;i') -3- (2- (2- (3- 

(782) N- ( 3 - h «J 7;i/:rnp<^;V7 - 3 - ( 2 - ( 2 

(783) N- ( 3 -p< b ^S^;i7;V:^:::;V7 ;v) - 3 - ( 2 - ( 2 

- (3-^ h=3ps/7x-;u:&;v3i?-;i/r^^) aib^r^^) -4- (t:^y— 

15 (784) N- (3 -:;b;P:^=^iy7x-;i/;^;i/5l^-;V) - 3- (2- (2 - (3 

h^s^7 3i-;V';!7;v4^^;i/T^y) ^ih^ps/) -4- (if^v^-;!'-! 

(785) 3- (2- ( (3-^5^;i/-l- (3, 5 -^7<^;v:7 ai^;i/) 
;i/) *;WN*^-f;i') -4-'^>\/-f;vT^>'7 3ir:;v) t'd/^^H. 

20 (786) 2- (2- ( (3-p«5^;V-l- (3, 5 

;p) *;i/M^-r;i/) - 4-731 ydps/p(5^;ix7xy:3s^s>') WfM^ 

(787) 2- (2- ( (3-^5=-;v-l- (3, 5 -i^^^;i/:7 :n 

;i/) :ij;wt^^;v) -4 - (3 -5^7^ ^xydps/pt^^;!/) 7xyde$/) 

25 (788) 3- (2- ( (3-^5^;i/-i- (3, 5 x^;i/) 

;i/) *;w^^^;v) -4 - (N-:7'-fe5^;i/-N-^>^;^5'^y') 7.x 
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(789) 3- (2- ( (3-p<5^;i.-l- (3, 5 -T^ 

;u) -4- ( (N-7 3:-;i,7'^y) *;i/7if^;bT^>') 7 

5 (790) 3- (2- ( (3-^5^;i,-l- (3, 5 a. 

(791) 3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i.>^a:-;i/) 

10 (792) 3- (3- ( (3-^5=-;P-l- (3, 5 -V 

-5- ( 3 -e^^y >'ai>'^r2^^5^;i,) 7at-;i/) :rD 

(793) 3- (3- ( (3-p«5^;i/-i- (3, 5 
15 ^>m. 

(794) 4- (3- ( (3, 5 17^5^ 
;i/) ijJW^^^j]/) -5- (3-i^:7'y :7i:~;i/) r^J^ 

(795) 3 - (2 - (1- (3, 5-S?^5^;i.:7:c-;i/) r5^;i/:!?3;w\*^^;i/) 
20 -4- (3-i/:py :7aiy:apt/^5=-;p) :7 3i^;i.) rn7i>^, 

(796) 3- (2- ( (3-pf5=-;i.-l- (3, 5 3^5^ 
^i') -4- (l^^\/-;i.-i->r;i.^^;i/;t7;v;l?-;i.) 70: 

(797) 3- (2 - ( (1- (3, 5-i?^^)Uy=:L-}V) Zru\^}]y) 

(798) 3- (2- ( (3-^5-;i/-l- (3, 5 -i^^^;i/:7^-;i.) 3/5. 
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*;wt^>r;i/) -4- (2-7i-;i/tr-;v) 7*D7i>iKs 

(799) 3 - (2- ( (IR) -1- (•^y^\y>-l-^)V) 3i5^;V;i3;Wt 

(800) 3 - (2 - ( (IR) -1- 3:^;i/*;w^ 
5 ^-f;v) -4- (4-S/Ty 7 31^^$/) 7*n7i>®> 

(801) 3- (2- ( (3-;<^;V-l- (3, 5 

;v) ;t7;wt^-r;p) -4- (2- (i^^y— 1 --f;^ ^^ic^ 

(802) 3 - (2 - ( (IR) -1- ii"7^U>-l—iJV) 

10 ^-r;i/) -4- (4-^^;v7 3iy:3pe^) :7air:;v) rn/'^vK. 

(803 ) 3- (2- ( (3, 5 -i^^ 5^;i/:7 :ii 

;!7;w^^-r;i') -4- (4-^^;v^>^;i/:^=^5^) rn/i 

(804) 3- (2- ( (3-^5^;V-l- (3, 5-$^p<5^;W7ai-;i/) ^5=- 

15 :3!7;wt^-r;i/) -4- (4-:7;i/:rn^>i?;i/;r^^') ;v) yu 

(805) 3- (2- ( (3-p«5^;v-l- (3, 5-5^^5^;W7ai-;V) TT'g^- 
;v) :j!j;i/>»t^-i';i/) -4- (2-s^Ty^>i^;i/:r^^') 7 zTu;^ 

20 (806) 3- (2- ( (3-^5^;v-l- (3, 5-s^p(5^;i/:7air::;v) 

*;WN-^-r;i/) -4- (2-p« h=3{i:^^>e^;i/;^-dPi^) 7i-;i/) rn 

(807) 3- (2- ( (3-^^;v-i- (3, 5 y^ 
;v) -4- (2-^pd^>$^;v;^-=3f5/) y yuj^ 

25 

(808) 3- (2- ( (3-p<5=-;i/- 1- (3, 5 -$^^^;i/7 :/5^ 
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(809) 3- (2- ( (3-^5=-;i/-l- (3, 5 -Z^ji^jvy ^.-ji,) 
:i7;WN-^-f;i/) -4- (2 -p(5^;i/^>t?;i/;rd|p.» 7 rn^l 

5 >m. 

(810) 3- (2- ( (3-p<5=-;i/-l- (3, 5-;^^5^;i/7 3i^;i.) 

;i') :^;w^^'r>»l/) -4- (2-7;i/:rD^>s;;i/:r=^F^) 73ir^;i/) rn 

(811) 3- (2- ( (3-p<5=-;i'-l- (3, 5-i^jf^^;vy3.-jv) 
10 tiJW^^-(j]y) -4- (4-3i5^;i/^>i;;i.:^=iF.5^) 

(812) 3- (2- ( (3-p?5=^;i/--l- (3, 5 -$^p<5^;i/7:t^;i/) ^5=- 

-4- (2 - h U ^^l/r^-n^^;!/^^^?;!/;^-:^^^) :7jt 

15 (813) 3- (2- ( (3-^5=-;P-l- (3, 5 —:??^^JVy 
;i/) :i^;w^•^-f;^) -4- (2, 3-5^^? h^$^'^>^;i/:^^^5^) 

(814) 3- (2- ( (3-^5^;i/-l- (3, 5 :r5=^ 
ijjw^^^jv) -4- (2-:7;i/;rD:7 3.y:^i>'^5^;i.) 7 3:jr.;i,) it* 

20 Dy'lV^^ 

(815) 3- (2- ( (3-^5^;i.-l- (3, 5-S^^5^;i/7ai-;i.) 
A;w^^>f;v) -4- (2-^nD73^y:?FS^p(5^;v) 7 rn 

(816) 3- (2- ( (3-^5=-;i/-l- (3, 5-S^p<5=-;i/7i^;i.) 
25 JV) -4- (2, 4~t^yjV:tU'7=,^^i^^^j],) y 
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(817) 3- (2- ( (3 

(818) 3- (2- ( (3 
5 )]/) iD)W^^^)V) -4 

(819) 3- (2- ( (3 

*;w^^-r;i/) -4 

10 (820) 3- (2- ( (3 
;v) :3b;w?^^;i/) -4 

(821) 3- (2- ( (3 
*;w^^-r;p) -4 

15 7l>mN 

(822) 3- (2- ( (3 

)]/) *;w^^-f;v) -4 

(823) 3- (2- ( (3 

20 pb;wt^-f;i/) -4 

(824) 3- (2- ( (3 

*;w^^>f;i/) -4 

25 ( 825 ) 3- (2- ( (3 

;v) -4 



(3, 5-$^^5=-;v7ai-;v) 
(3, 5-s^>?t5^;i/7x-;v) 
(3, 5 :r5^ 

( 2 - D D - 5 - 7 O 7 31 y 

(3, 5-s^^^;i/7 3i-;v) 
(2, 6 -i?^5^;i'^>S^;i':^=^$^) 

(3, 5-$^^5^;v7a^-;i/) 

(3, 5-s^^5^;V7a:r^;i/) ^5=- 
(4-^Ty 7 31^=^2/ p«^;w) 

(3, 5 y^f- 
(4-^ h^S/7 3i^^re^^^;i/) 7air:;i/) 7* 

(3, 5-^;^5^;i/7:ii^;v) i?"^ 
•p(^;v-l- (3, 5 

• (3-p«5^;i'7 3iy:^$/^^;v) 7x^;i/) yu 
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(826) 3- (2- ( (3-^5^;i/-l- (3, 5 -t^ :i^-)V) ^f- 

*;w^^-r;v) -4- i2-:^v^i/-^-i/'rj:?:x^j^%/^^)\/) 

5 (827) 3- (2- ( (3-p«5^;i/-l- (3, 5 3i^;p) 

(828) 3- (2- ( (3-p<^;V-l^ (3, 5 

;v) *;W"?^>f;i/) -4- (3 -:7;i/;^a^>i^;i/;r=3p$^) itd 

10 >'1>Mn 

(829) 3- (2- ( (3-p<5^;i/- 1- (3, 5 

;v) a;w^^^;1/) -4- (3 - h i;7;i/;^-D;<^;v^>s?;i/:r=¥S^) 71 

(830) 3- (2- ( (3-p<^;i/-l- (3, 5-$^p«5^;i/:7ai-;i/) 

15 ^i?;^^^-^;!/) - 4 - (4 - h U 7;i/:^n^5^;i/3j-^i^^>^;i/:r=3ps^) 

(831) 3- (2- ( (3-^^;i/-l- (3, 5-S^^^;i/7 3i-;i/) 
;i/) :ib;W^^-f;i/) -4- (4 — ivyu\f.}\^^^^VJ\/:^^l/) -7:^.-)}/) 

20 (832) 3- (2- ( (3-^^;i/-i- (3, 5-i^^5^;i/7 3i— 

;i/) *;wt^-f;i/) -4- 1 ^^;i/:i-^ri^7 3ir:;i/) 

(833) 3- (2- ( (3-^^;i/-l- (3, -7=9- 
;i/) :*f;wt^^;u) - 4- (4-:=^5=-;i/^>^;i/:4-^s^) 73^— rny-^ 

25 

(834) 3- (2- ( (3 1- (3, 5 
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(835 ) 3- (2- ( (3 

5 u/-^y^^ 

(836) 3- (2- ( (3 

;v) *;w?^'r;v) -4 

(837) 3- (2- ( (3 

10 *;w\*^-r;v) -4 

(838) 3 - ( 2 - ( ( 3 

jv) >b;w^^:W;i/) -4 

15 (839) 3 - ( 2 - ( ( 3 

>b;wt^-<;i/) -4 

(840) 3- (2- ( (3 

?b;wt^>f;i/) -4 

20 7rc.-;i/) >^D>'1>'^^ 

(841) 3- (2- ( (3 

3?7;w?^>r;v) -4 

(842) 3- (2- ( (3 

25 *;w^^-r;v) -4 
31 -;i/) 7*0 ^'^v^^ 



^5^;i/-l- (3, 5-:j^p«5^;v:7a,-;i/) 
(2-T-b5^;i/7 3iy:^$/p«^;i/) :r 

(3, 5-s^^5^;V7 3i-;i/) :;/5=- 
(4-t -:7'5^;i/^>s^;i/5r:^s>') ;v) r 

;>?^;i/-l- (3, 5-^^5^;V7x-;i/) ^5=- 

(3, 5-^:?p«5^;i'7a.^;i/) 
(3, 5-i^;^^;vysi=.;\y) 

(3, 5-i^;<^?]yy:n-jv) -^9- 
( 2 -pf 4 - 7;P:^-D 7 

(3, 5-i^pi5^;i/7 j:-;i/) 
(3, 5-^^^;p7 3i-;i/) 
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(843 ) 3- (2- ( (3-p«5^;b-l- (3, 5 

*;w^^-i';i/) -4- (2 h=¥s^- 5 -p<^;i'7 3iy^s^^5=->>i/) 

(844) 3- (2- ( (3-^^;i/-l- (3, 5-S^p?^;i/7 3i-;i/) 

5 ^w) :i7;w\*^-i';i/) -4- (4-p<^;i/7 3iy y ya 

(845) 3- (2- ( (3-pt^;v-l- (3, 5 
:j!7;wt^>f;i/) -4- (4-7;i/;ro7a:^^ri/^^;v) 731— 

10 (846 ) 3- (2- ( (3-p«^;i/-i- (3, 5 -i?p<5=-;v7 3ir:;v) 

(847) 3- (2- ( (3-^f^;i/-l- (3, 5 

*;w^^'r;i/) -4- (2, 5 -s?7;i/:4-D^>$^;i/;r=^$/) 71.— 
15 :rn>''?>^^ 

(848) 3- (2- ( (3-p«5^;V'- 1- (3, 5 -i^^^^^P^i^;!/) 

(849) 3- (2- ( (S-pt^;!/-!- (3, 5 -S^><5^;i':7airi;i/) 

20 :*f;w-?^-Y;v) -4- (2 -:7;i/:;rD- 5 - h U 7;p:tDpt^;i/^>$^ 

(850) 3- (2- ( i3-yX.^jv-l- (3, 5-i^;»C^;i/7ai-;i/) 

;u) *;w"?^-y;v) -4- (2, 4 -^7;v:rD^>s^;i/:4-=ap^) 73.— 
25 (851) 3- (2- ( 1- (3, 5-s^^5^;i'7 3i-;i/) :r5=- 

A^W^^-r;!/) -4- (3, 5 J?;i/:^:i|ri') ^m— 



965 



wo 03/016254 



PCT/JP02/08120 



(852) 3- (2- ( (3-p<9^;V-l- (3, 5-i^p<^;i/7 3ir:;V) 

;y) *;w^^^;i/) -4- ( i -ji5^;i/-3-^5^;h^^\/— ;v-5— f;v) 
;>{ hJp$/7 3in;i/) 7*0^1 
5 (853) 3- (2- ( (3-p{5=-;i/-l- (3, 5-$^pi^;i/7ai-;i/) 
;v) :jb;wt^-r;^) -4- (2 -7;i/:rD- 6 - h U 7;p;tD^^;v^>i^ 

;v;r=3et/) :7°Dyi>^, 

(854) 3- (2- ( (3-^5^;i/-l- (3, 5 

*;wt^-f;i/) - 4- (2, 3-^7;v:^D^>^^;v:r=^^t^) 7 
10 T'n^i^^x 

(855) 3- (2- ( (3-p<^;i/-i- (3, 5-i^A^)vyx.=-)v) zr^ 
)V) *;w^^-f;i/) -4- (2, 6-2^7;i/:rP^>5^;i';^-=^:>') 7i-;w) 

(856) 3- (2- ( (3-;>«5^;W- 1- (3, 5 

15 ;i/) :*r;w^^-f -4- (2 -^PD-4-7;i/3rn^>$^;i/:r^s^) 7 

(857) 3- (2- ( (3-^5^;i/-l- (3, 5-i?^5=-;V7 3i:r;i/) 3/5=- 

;i/) >b;i/A^>f;i/) - 4- (3, 5 -i^7;i/:rn^>i?;v:^^i^) ^o^n^p) 

20 (858) 3- (2 - ( (3-p«5^;i'-l- (3, % -^J 

;i/) 3i3;WN'^-f;^) -4- (2, 4-ifx ( h u 7;i/:rD^5^;i') 

(859) 3- (2- ( (3-^^;i/-l- (3, 5-i^^^;i/:7:n-;i/) 
;v) ?b;wt^i';v) - 4- (3, ^-Vy)Viiru^i^V)\^'^^^/^ 

(860) 3- (2- ( (3-^^;i/-l- (3, 5-i^^5^;i/7 3i-;i/) 
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:^3;w\-^-r;i/) -4- (3- h U7;i/:^Dpt^;i/:rdpi^'^>s;;i/:^-dp$/) 

(861) 3- (2- ( (3-pc^;v-l- (3, 5-i^p«^;i/7a^n;i/) 
;v) :^7;wt^'f - 4- (3, 4 -s^^5^;i/'^>^;i/::e-^r2^) 

5 ^n/i>^^ 

(862) 3- (2- ( (3-pt^;i/-l- (3, 5-J^pi5^;i/7ain;i/) 3/5=- 

;v) *;wt^>f;i/) -4- (2 l — f 

(863) 3- (2- ( (3-^5^;i/-l- (3, 5 - 

10 }V) iJJW^^^J]/) -4- (2, 3, 6 - h 'J 7;i';rD^>S^;V;r^S/) 

(864) 4- (2- ( (IR) -1- 3^^;VAJWS 

^-r;v) -4- (4-— hn^aiy^s/) 731— 

(865) 4- (2- ( (IR) -1- (:^7^^:^- 1 --r;v) 3^5=-;i';t>;Wt 
15 ^-r;!^) -4- (4-:p^y ^aiy^r^") -7 3^—;]/) zr-$r>m^ 

(866) 4- (2- ( (IR) -1- i±y^^y>-^-^JU) j:^;i/*r;i//t 
^-r;i') -4- (4-p<^;v::^;v4^— ;i/7 3i>'^ri^) 

(867) 3- (2- ( (3-^5=-;V-l- (3, 5-Z?^^JV7 3L—;\,) zT^ 
;v) :*»;w;^-r;i') - 4- (2 ;v) irn^''? 

20 

(868) 3- (2- ( (3 -^5^;!/- 1- (3, 5 

^i/) 5b;w^^-r;i/) -4- (i, 3-i?:r=^w >y>-4 — r;v) 

(869) 3- (2- ( (3-^5^;i/-l- (3, 5 -5^^ 3i^;t/) 

25 ;W ^^w^^-f;!/) -4- (2, 4-s^;><5^;i'^>^;v;r=^^) 



967 



wo 03/016254 



PCT/JP02/08120 



(870) 3- (2- ( (3-^5^;i/-l- (3, 5-S^pf5^;V7 3i^;i/) 

;v) *;w^^-r;v) -4- (3 -p<5^;i/-^>i^;v:4-:3p^) yj^=-)i^) t^d^i 

(871) 3- (2- ( (3-^5^;V-l- (3, 5 

5 ;v) *;wt^-r;i/) -4- (4-p?^;v5=-;^-^>5>;i':^^i^) r 

(872) 3- (2- ( (3-p«5=-;V- 1- (3, 5 -i^ ^^)Vy ^^-JfV) 

;v) *;wt^-f;i/) -4- (2, 5 -5^;>«^;1'^>$^;i/:^=3eis/) 7 

10 (873) 3- (2- ( (3-^5^;i/-l- (3, 5-i^;<^;i/7 3i-;i/) 

;v) *;v/^^-f;i/) -4- (2 -7;v;ro-4- h U 7;p;rD^5=-;v^>^^ 

(874) 3- (2- ( (3-p(5^;V-l- (3, 5 -5^^5=-;V7 3i^;V) 

;v) A;wt^>f;v) -4- (4-7;i/:^-n-3 - h »; 7;i/:rD^^;p'^>t^ 

15 ;v;r=^s^) :7ji^;v) ro^'iy^. 

(875) 3- (2- ( (3-^5^;i/-l- (3, S-^^pi^^W^Ji::^;!/) 

A;w'^^-f;v) -4- (3-7;v::rD-5-h»;7;i':rpp<5^;i/'^>s^ 

(876) 3- (2- ( (3-^^;v-l- (3, 5-i^p«5^;V7i^;i/) :r5^ 
20 ;v) *;wN*^-r;v) -4- (4-:7;i/;ro-3 -^5'nD^>^;v:r=3ps^) 7 

(877) 3- (2- ( (3-;>«^;v-l- (3, 5 -$^p<5^;V7 *-;i') 

;v) :*f;wt^-r;v) -4- (3-:7;v:^d-4-p«5=';v^>s^;v:^^:^) 7 

25 (878) 3- (2- ( (3-^5^;V-l- (3, 5 -S^^5^;V7 3i^;i/) y=f- 
}V) 3!3;W-^^-r;i/) -4- (2-7;i/:^n-5 -pi h=3p$/^>S^;V:r=^$^) 
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7 31— yu^^^Ms 

(879) 3- (2- ( (3-p<5=-;i/- 1- (3, 5 d^zzjv) 

*;wt^-f;i/) -4- (4 — r v:/5=-;v^>s^;v:4-^r:^) 7 y 

5 (880) 3- (2- ( (3-p<5^;i'- 1- (3, 5 y^ 
*;wt^>r;i<') -4- (2, 4, 5 - h upt^^;!/^^^;!/;^:^^/) ^^^^ 

(881) 3- (2- ( (3-;»<g^;W- 1 - (3, 5 air:;!/) 

;v) *;wt-:e>r;p) -4- (3- (4-p< 
10 yj^—jv) yu^-^^m^ 

(882) 3- (2- ( (3-^^;i/-i- (3, 5 y^ 
:^j;wt^-f;v) -4- (4-j>i hdpe/^>s;;i/:r^$^) y^^-j]/) yu 

(883) 3- (2- ( (3 1 - (3, 5 ^ri;i/) y^ 

15 *;wN'^-f -4- (2, 3, 4-h»;^h =^2^^>$^;v::r=3pi') 7 

31 -;i/) 7*D>'l>^x 

(884) 4- (2 - ( (IR) -1- a-yi^U^-l—f)]/} 3i^;i/*;W'? 

^-<;i/) -4- (4-2^7"^ 7 3i^dp^) 7 3i^;v) 

(885) 4- (2 - ( (IR) -1- {±-7i$']y>- 1—i a:5=-;i/*;Wt 

20 ^-r;v) -4 - (4-p'-fe^;vT^y 7 3iy^s^) 7 3i-;v) 

(886) 4- (2 - ( (IR) -1- (i-y^]y>-l — f;i/) 3i^;i/:i7;i.7t 
^-r;v) -4- (4-^^;v;^;i'7^— ;vT^^7 3iydF-s^) ^^i— ;i/) 

(887) 3- (2- ( (3-p<5^;v-l- (3, 5 -i?^5^;i/37ai^;v) 

25 A;W^^-f;i/) -4- (3 -pt h^S/-- 5 -S^7'>'7 3i>'dp$/;>«5^;U) 

7 3i^;v) :7"D/i>^^ 
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(888) 3- (2- ( (3, 5 3ir:;v) 

(889 ) 3- (2- ( (3-p?5^;U-l- (3, 5 75=- 
5 :^7;wt^>r;i') -4- (4-^ h=ap^>:h7^v>- l—T 5^;i/;a-=^ 

(890) 3- (2- ( (3-p«^;i/-l- (3, 5-i^^^;i/:7 3i-;i/) 
;v) :^;wt^>r;i') -4- (2-^h^rS/-3, 5->^ it-y^)V) ^> 

10 (891) 3- (2- ( (3-p«^;i/-l- (3, 5-^p«^;i/:7 3i-;v) ^5=- 
;v) :«7;w"?^-f;v) -4- (4-73iy y 

(892) 4- (2- ( (IR) -1- (i-y^i'>-l-^;v) 
-4- (4-T-fe5^;v:7 3iy:jp$^) 
15 (893) 3- (2- ( (3-^5=-;i/- 1- (3, 5 3i^;i/) 
;!/) :i7;wt^-f;b) -4- (2-7 ';;v^5=-;v:r=^s^) rn/sv 
Ms 

(894) 3- (2- ( (3-^5^;V-l- (3, 5 rT^^ 
:i3;w'?^'f;v) -4- (4-i!'DD-3-7;i/:rD^>$^;V;r=^$^) 7 

20 31— :7•^-^'?>^^ 

(895) 3- (2- ( (3-^^;i/-i- (3, 5 ai-;v) 
5!j;w^^-f;i/) -4- ( (3, 5-s^j^^)V- 4-^>i^;]/:t'^^) ^ 

(896) 4- (2- ( (IR) -1- (i-y'$'U>-l--(;\^) :x:^)VtiJW'i 

25 ^>f;i/) -4- (2, 3, 4, 5, 6 -^>^y;Vytuy ^t/) y^^— 
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(897) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^^^jvy 

-4- (^>-J [e] l, 4-i^:t^i^>-6~^)]^) 

(898) 3- (2- ( (3-^g^>>V-l- (3, 5 -V y^^)]^^ 

5 ;i/) tt)V;^^^)\,) -4- (2, 4, 6-h>j7;i/;rD^><^;i/:^it^2^) y 

(899) 3- (2- ( (3-p?5^;i/-l- (3, 5 -t^:^^)\,Z7 3^=.)],) 
A;w^^-r;i/) -4- (2-^700-4, 5-S^7;i/:rn^>i^;i/:^:^ 

10 (900) 3- (2- ( (3-^5=-;i/-l- (3, S-i?^?^;!/^^!-;!.) 

*;w^^>r;i/) -4- (3-7;i/:^-n-4- h U7;i/:rn^^;i/^>s? 
;i/:*-=^5^) 7*D.'^>^^ 

(901) 3- (2- ( (3-p«^;i/-l- (3, b-i^^^)].:7 3,-)\,) -^^ 

(902) 3- (2- ( (3-^^;v-l- (3, 5-S^^5=-;i/>':n^;i/) 
i?;!//-?^^;!/) - 4- (2, 5-i?3:hd|r$^^>^;P;^-^r$^) 

(903) 3- (2- ( (3-p«^;i/-i- (3, 5-$^^5^;i/7:ii-;i/) 

20 -4- (3-i/5'y-4-7;i';rn-^>5^;V5f-#i/) 7 

(904) 3- (2- ( (3-p?5^;i.-l- (3, 5 —Z^>^^)V:7 =^-)],) 
:*;wt^^;i/) -4- (3 -ai hdFi/^>s;;u:r=^<^) t^d 

25 (905) 3- (2- ( (3-p«5^;i.-l- (3, 5-$^p«^;i/7 3.ri;i/) 
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(906) 3- (2- ( (3-^^;i/-l- (3, 5-i?p(5=-;V7 3ir:;i/) 

)V) ijJW^^^JV) -4- (2, 3, 4, 5, 6-^>iJ^7;i/:tD^>$^;i' 

5 (907) 3- (2- ( (3-^5^;V-l- (3, 5 

*;WN*^'f;v) -4- (2, 5-t:>^ ( h U7;i/;rDp«^;v) 

(908) 3- (2- ( (3-^5=-;i/-l- (3, 5-i^^5^;i/7a:-;i/) 

JV) ijJW^'^-f)]/) -4- (2-^^;i/-5-7;i/;rD^>S^;i/:rdpt/) 7 
10 rD7'?>^, 

(909) 3- (2- ( (3-;>?5^;i/- 1- (3, 5 -^^^^^Pl/^a:-;!/) 
:i7;w^^-f;i/) -4- ( (4-p{5=-;i/:^7iJ'V>- 1 

(910) 3- (2- ( (3-p?5^;i/-l- (3, 5-i^p«5^;i/7ai^;i') ^5=- 

15 *;w^^-f;i/) -4- (4'- h U7;v3j-D^5=-;v- 1 , I'-tr^ac— 

(911) 3- (2- ( (3-^^;i/-l- (3, 5-i^;<^Jl^Z7 3^-j]y) 

)V) *;w^^>f;i/) -4- (2-7 3i^;vaih3p^) :rpyi>®?^ 

(912) 3- (2- ( (3-pt5^;i/-l- (3, 5-$^p{^;V7*r:;v) 

20 :tr;wt^>r;i/) -4- i3 ~y x.—jvy^u^i's^iy) y 3^—;]/) yu^-^y 

(913) 3- (2- ( (3-^5=-;i/- 1- (3, 5-^p«5=-;i/7 3ir:;i/) 
;v) -4- (2- ( 5 -p<5=-;i'-2 

-4 — f;!/) mhif^iy) :7m rn7i>^, 
25 (914) 3- (2- ( {3-^^J]y-l- (3, 5 -i^A^Jl^y si-jl.) 

:^;w^^-f;i/) -4- (2-^5^;i/-3-tJ7DP^>S^;i/:t^S^) :7 3; 
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(915) 3- (2- ( (3-^5^;i/-l- (3, 5 

:^7;W"?^-f;i/) -4- (2 - h u 7;i/:^-Dp<5=-;i/;4-^$^'^>i;;i/;*-:3^^s^) 

5 (916) 3- (2- ( (3-^^;i/-l- (3, 5 :n -;^) 
;u) :^;WN-^^;i/) -4- (2, 4-tf>^ ( h U 7;i/;rDpi5=-;i') '^vs^;!/ 

(917) 3- (2- ( (3-^5^;i/-i- (3, 5 -s^p?^;i/7ai-;i/) 
*;WT^-f;i/) -4- (2 -ai h4rS^^>S^;i/;r^r^) ^ai-^l^) 

10 /'^>m-. 

(918) 3- (2- ( 1- (3, S-iS^pt^^;!^^^!-;^) I^'^^- 
A;w^^'f;i/) -4- (3-:5'Dn7 3i>';f|r^^^;i/) 7 31— ;p) yn 

(919) 3- (2- ( (3, S-J^^g^;!/^^!;:;!.) 

15 jv) ^DWi^-iji) -4- (2-:7;i/;rP-5-^^;i/:7ai^:;^S/^^;i.) 

(920) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^j^^jpy y^ 
;i/) A;W'?^^;i,) _4_(2, 3,4, 5, 6-^>^7;V:^uy 3^^^ 

rD/i>^^ 

20 (921) 3- (2- ( (3-^5^;V-l- (3, 5-i^^5=-;i'7ai^;u) 

ijJWi^^jv) -4- (2, 6 -s;7;i/a|-n7 3iy':3|p^^^;i/) 731— 

(922) 3- (2- ( (3-^^;i/-l- (3, 5 -S^^^;i/7ac-;i/) 

;i/) *;w^^-r;i/) -4- (4-^5=-;i/x;i/j^^;i/^>^;i/;^:^$^) 701— 
25 7°Dyl>^, 

(923) 3- (2- ( (3-p{5=-;u-l- (3, 5 3.-;i/) 
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(924) 3 - (2- ( (3-p<5^;i/-l- (3, 5 -S^p<5^;i/7 

;v) >b;wt^-r;v) -4- (2, 3, 5, 6-^h^y))^:tV^>i»\^:t^ 

(925) 3- (2- ( (3-;>i^;V-l- (3, 5 

:&;wt^>f;v) -4- (2-i^PP-3, 6 -i^7;v:^P^>s^;i/:r=3e 

(926) 3- (2- ( (3-^5^;i/-l- (3, 5 — 

10 ;v) *;wN*^^;v) -4- (4-^^^j]^^>s^}\^:t^t^) 7 t-p 

(927) 3- (2- ( (3-pl5^;i'-l- (3, 5 

;v) A;v/t^'f;v) -4- (3, 4:-i^3Lh^^^^>i^Xi^yt^^^) y:^=-M 

15 ( 928 ) 3- (2- ( (3-p«^;v-i- (3, 5-i>}^^)]yy:^-)v) 
J]/) 3b;wN-^-f;v) -4- (3 - h u >';v:rpp«5=-;v^:t^>^^/'W:^^^) 

(929) 3- (2- ( (3-^5^;v-l- (3, 5 -J?pf5=-;i/7 3i^;i/) 

;v) :^3;w^^^;i') -4- (6-^pp-2-7;i/:rp-3-^^;p'<>$^ 
20 7 3ir:;i/) rP/''?>^> 

(930) 3- (2- ( (3-p«^;i/-l- (3, 5-i^^^)Vy:c:z;v) ^=9- 

M *;wN'^>f;v) -4- (4- h U7;v:^P^^;i/^:t^>s^;v:r=3pi^) 

(931) 3- (2- ( (S-pi^;!/-!- (3, 5-$^;*g^;V'7 3i-;i/) 

25 ;i/) *;w\*^-r;v) -4- (2-^'pp-6-7;v::rp-3-pi5^;v"^>s? 
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(932) 3- (2- ( {3-^^;v-l- (3, 5 s^-;]/) 

-4- (2- (4-^nD7 3i-;i/5^;^) ^>^;i/:^i|r 

(933) 4- (2 - ( (IR) -1- 1 —f ;v) 3^^;i/*;wt 
5 ^-Y;!/) -4- (4-:;f7;w'^^'f :7 3iri;v) 

(934) 4- (2- ( (IR) -1- C:^-^^?^^-! — i )\/) 3i5^;i/*;Wt 

-4- (4-N-^5^;i/3!j;w^^>f :7 3i-;i/) 

(935) 4- (2 - ( (IR) - 1- (rf-7^l/>- 1 — r;V) ni^^-;!/*;^? 

10 ^-r;!/) -4- (4-N, N-i^pt5^;i/*;w'?^'f 

(936) 3- (2- ( (3-^5^;i/-l- (3, % -V ZTJ- 

:!b;v>'^^-r;v) -4- (4 -'^>5^;v^>i^;i/:r=¥-5^) ^a^n^v) 

15 (937) 3- (2- ( (3-^5^;i/-l- (3, 5 -s^^^;V7ai^;i/) :;^5=- 
*;v>'^^-<;v) - 4- (3- (4-^5^;i/7acydF-$^) 

(938) 3- (2- ( (3-p(5=-;i/-i- (3, 5 -5^p<5^;i/:7 3i^;v) 

;V) *;W^•^-r;l/) -4- (3-i^DD-2-7;i/:^D-6-h';7;P;rP 

(939) 3- (2- ( (3-^^;i/-l- (3, 5-S^^^;V'7x.-JV) 
bb^W^^-f;!/) -4- (4-^7;i/:rDp« h=3ps/^>-^;i/;^dp$/) 7i 

(940) 3- (2- ( (3-^^;i.-i- (3, 5 

25 ;v) A;w^^ -<;!/) -4- (7;i/:ri/>-2 — r;i/^^>'^3^-^s^) 7 
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(941) 3- (2- ( {3-^^)V-l- (3, 5-i>pi^;v7xr^;v) 

*;w\'^'r;v) -4- (4-^Dn-3- h ';7;v;rppi5^>>v^>i^>>^ 

(942) 3- (2- ( (3-^^;i/-i- (3, 5 x-;i/) 

5 ;v) ^;w^^>f;v) - 4- (3-7;i/:rD-2-p?5^;i/^>i^;v:^^^» ^ 

(943) 3- (2- ( (3-p<5=-;v~l- (3, 5 5^;v:7 x 
;v)'5!7;WN'^>f;i/) -4- (2, 3, 5 - h U 7;i/;rn^vi^;i/:t^i^) 7 
31— ;v) ra>'i>'^> 

10 (944) 3- (2- ( (3-^5^;!/- 1- (3, 5 -ypt5=-;P7 3i:r;v) iT^^ 
;v) p!3;wN'^-f ;i/) -4- (4- i\^Vi^>-2-^)^y) -^>i^)V:t^-» 

(945) 3- (2- ( (3-p^^;i/-l- (3, 5 -^^5^;i/73i-;V) :;^5=- 

;i/) *;w^^^;v) -4- (3 - (4-t -:/^;v7 3i>'^s^) ^>-:^;i':4- 

(946) 3- (2- ( (3-^5=-;v-i- (3, 5 -i^pi5=-;i':7 x-;i.) 

(947) 3- (2- ( (3-^^;v-i- (3, 5 -yp«9^;v7 3iri;i/) 

20 ;v) ;b;vn^'Y;i/) -4- (4- (4-y)V7tu-<ypjv:^^^» -<>p;v 

(948) 3- (2- ( (3-p<5^;V-l- (3, 5 -i^pt5^;^:7 3i-;i/) ^^5^ 

;v) *;w^^-f;i/) -4- (2, 3 -s^7;v:^d7 3i/'=^'>p^^-'v) ^x- 

25 (949) 3- (2- ( (S-^f^^V-l- (3, 5 -i^^5^;V:7:cri;V) y^ 

;v) *;w^^'f;v) -4- (3, 5 -i^yjVTtxiy ^-y^^)^) ^x- 
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(950) 3- (2- ( (3-p«^;i/-i- i±y^u>-i--()v) 
5 (951) 3- (2- ( (3-^5^;v-i- (T^y^J'Vv- 1— f;i/) 

A;W^^-f;i/) -4- (2, 5-S^7;i/::rD7arydp$^;>i^;V) 

(952) 4- (2 - ( (iR) -1- — r;i') 3z^;i/>b;w^ 
^-r;i/) -4- (2-^'7'y'7:cydrS>') y3^~}V) y^>m. 
10 (953) 3- (2- ( (3-^^;i/-l- (:^7^ix>-i->f;i/) 

3b;wt^-f;i/) -4- (3-^'T>'7jcy^r$^^^;p) 7 3in;i/) T'n^tv 

(954) 3- (2- ( (3, 5 

*;w^*^■i';^) -4- (3, 4 -i^7;v;ro7 jiy:^$^;^5^;i') 70^:^ 
15 ;i/) T'nv'-?^^^ 

(955) 3- (2- ( (3--?t5^;V-l- (3, 5-5^;>C^;i/7 3;-;i/) 

;v) A;i/M^-f;v) -4- (3-p<5=-;v-4-:7;v:rn7 3i>':^s/pi5=-;i') 

(956) 3- (2- ( (3-><5=-;i/- 1- (3, 5 :c 

20 ;v) :i3>>w^^-r;v) - 4- (2-7;v^d-6-j>( l-=^Fi^7 3iy:aF-2^;>C5^;i/) 

(957) 3- (2- ( (3-p«5^;V-l- (3, 5 3ir:;u) 

)]/) *?;w\*^-r;i/) -4- (3- (3- h U7;v:4-D^^;i/7 3^^=^$/) 

25 (958) 3- (2- ( (3->«5^;i'- 1- (3, 5 3?^^ 

;v) -4- (3-^nn-2— 7;i/:rn-5-hy7;i/:*-D 



977 



wo 03/016254 



PCT/JP02/08120 



(959) 3- (2- ( (3-;<5^;V-l- (3, 5 -i^s^^JVy ol-JV) 

*;WN-^-r;i/) -4- (2, 3 

5 (960) 3- (2- ( (3-p«^;v-i- (3, 5 

;v) :i7;wN^^-r;i/) -4- (2, 3 -e^7;v;^D- 4-^5^;u^>i^;i/:t^ 

(961) 3- (2- ( (3-^^;V-l- (3, 5-S?p<5=-;i/7x-;V) 

*;w^^-f;v) -4- (3-^'DD-2-:7;i/:tn^>i?;v:^=api/) 7 
10 rn/ivm. 

(962) 3- (2- ( (3-p<5^;v-l- (3, 5 - J^p(5^;i/:7 31 ::/5=- 
;v) *;v/^^'f;p) -4- (3-^^00-2, 6 -s^7;i/3rr3^>s^;i/:t^ 

(963) 3- (2- ( (3-^5=-;V-l- (3, 5-S^p{^;V7 3iri;V) 

15 :iJ;w^'^^';^) -4- (3, 4, 5 - h U 7;i/;rD^>i^;i/:4-=¥i^) 7 

(964) 3- (2- ( {3-^^)V-l- (3, 5 -$^p«5^;V7 3i^;i/) 7^5^ 
*;wt^'f;v) -4- (4-7;1/:^P- 3 7 

20 (965) 3- (2- ( (3-^5=-;V-l- (3, 5 3.ri;i/) 

)v) *;w^^>f;v) - 4- (3- (4-iJ7pp7 3iy^i/) ^>i^;i/:r^i^) 
7 3i-;v) 7*P.'^>^> 

(966) 3- (2- ( (3-^5=-;v-i- (3, 5 -i^p«5=-;v7 3i-;v) 
;v) ptj;wt^-r;v) -4- (2, 3, 6 - h U 7;v:rP7 3i>';^i/p<5^;i/) 

25 7 31— 7'P>'^>^N 

(967) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^p«5^;V7 3iri;v) T-f^ 
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:*^;W^^>r;v) -4- (2, 3, 5, 6-7^h^:7;i/::^D7 3i^:i!r5^p« 

(968) 3- (2- ( (3-;»«5=-;i/- 1 - (3, 5 -i^pC^>>l/7^^;i/) 1^5^ 

^b^w^^-f;!/) -4- (3-7;v:rD-4-^r>'7 3i>':^^^^;u) 

(969) 3- (2- ( (3-^5^;i/-l- (3, 5-$^^^;i/7 3^-;v) 

;v) *;w^^-r;v) -4- (4 - (4-^nt:;i'7ai— ;p) 

(970) 3- (2- ( (3-^^;v-l- (3, 5-s^p«5^;i'7i— :/5^ 
10 *;WN*^'r;v) -4- (2 -7ai>'=¥i^'^>$^A:r^ri') 7 7" 

(971) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^pt^^V^ni— ;v) 

;v) *;w?^>f;i/) -4- (5-i7Dn-2-p< h=3|rS^'^>s^;i/:r=^s^) 7 

15 (972) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 5^;i/7 ai— 
;!/) it3)]/?^^>()\/) -4- (3-S^>«^;i/7^-^^>i?;i':r=^^) 

(973) 3- (2- ( (3-^5^;i/-l- (3, 5 a^-^l/) 

;!/) *;w;^-r;W -4- (2-tJ^DD-5-p<^;v5^;r^>i?;p:^^:^') 

(974) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -^^5^;i/:7^-;i/) 
:i»;w?^-f ;i/) -4- (3->b;w"?^-f;V7ccy:?[^s^^^;v) 7jl^;i/) 

(975) 3- (2- ( (3 -^5=-;!/- 1 - (3, 5 5^;V:7 ai^^P) 

25 *;W'?^-f;i/) -4- ( 3 -;><^;i/:if;w^^-f ^i/^^^y =^^^5=-;i/) 7 
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(976) 3- (2- ( i3-^^)\^-l- (3, 5 

(977) 3_ (2- ( (3-p?g^;V-l- (3, 5 

5 ;v) yb;^?^^;!/) -4- (3-t KndF2/^5^;v73iy':^i/^5^;v) 7rc 

(978) 4- (2- ( (IR) -1- ii-y^)y>-l-^^^) ^5^;^:^;Wn' 

^^;v) -4- (2-— hn^ai^'^Jj^s^) 731— ;v) 

(979) 4-(2-((lR)-l- ii^y^^y>-l-^)^) 

10 -4- (2-T^>'7a:y=3E^t/) 73i:^;V) 

(980) 4-(2-((iR)-i- i--r;w) Ji5^;v;?3;wt 

-4- (2-T-fe^;vT^y7 3iydpe^) 

(981) 4- (2 - ( (IR) -1- (t^-^^'VV-I— f;^) ^^>'^*>'W^ 

15 

(982) 4- (2 - ( (IR) -1- ii-y^i^y-i—i^^) ai5=-;V*;WN' 

^-f';V) -4- (4-;^ h=^2/7 3iy=3ri^) ;i/) ^^J' >l^> 

(983) 4- (2 - ( (IR) -1- (:^7 5'V>-l-'f;V) 3i5^;V;&;w^ 

-4- {4-yMuy:n^^^) 7 31— ;i/) 

20 (984) 4- (2- ( (IR) - 1- ;i/) 3i5^;V*;W\- 

^-f;v) -4- (3-7;i/:^n7 3^y'^s^) 7 3ir:;v) y^ym^ 

(985) 4- (2- ( (IR) -1- (±7^ vy-i-'Y;v) 3^5^;v*;v>'^ 

-4- (3-^ h^i/7 3i>':3f^e/) 7 3::::i;V) l^^^J^V^s 

(986) 3- (2- ( (3-p(5^;V-l- (3, 5-2^^5^;V>'3i-;U) 

25 ;v) 5b;w^^-i';v) -4- (4-^pn-2, 6 -i?7;v;^n^>i?;v:^='E' 
5/) 7 31— ;v) rn7i>^. 
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(987) 3- (2- ( (3-^^)1-1- (3, 5 -i^^^J\yZ7 

JV) :*;w^^-r;i/) -4- ( 2 -ai5^;i/^>i;;i/:4-d|rS^) Tuj\ 

(988) 3- (2- ( (3-p«5^;V-l- (3, 5 

5 ;v) A;w^^-<;v) -4- (4-^^dd~2-^ hdpi^^>i;;i/;^-d^^) :? 

(989) 3- (2- ( (3-^5=-;i/- 1- (3, 5 -S^pt5^;i/7ai^;v) 

;i/) :;«7;W^^W';i/) -4- (4-;»<^;i/-3 h^i^^>i;;i/:^-:^t/) ^ 

10 (990) 3- (2- ( (3-^5^;i/-l- (3, ^ -V :^-}\,) 

*;Wt^-f;i/) -4- (2 -^^;i/-4-;>{ h:^t/^>i;;i/:^df.^) 37 

(991) 3- (2- ( (3-^^;i/-l- (3, 5-S^p<5^;i/7aL-;i/) 

*;w^^-f;i/) -4- (3 h^$^^5^;i/7aiy:i^r^p<5=-;i/) 7^— 
15 :rn/i>^, 

(992) 4- (2 - ( (IR) -1- 

^-f;i/) -4- ( 2 -7;i/2|-D 731^:3^5^) :7a:c::;P) iTiJ/ 

(993 ) 3- (2- ( ( (IR) -3_p(5^;v_i_ (3^ 5_^^^;|,-7^ 

>^5^;v) i7;w^^-r;i/) -4- (2, 5 -i^7;i/:rD7 3iy^$^pt5^ 
20 ;i/) :rn>'i>^, 

(994) 3- (2- ( ( (IS) -3-pCg^;i/-l- (3, 

>^^;i/) :i7;wt^-r;i/) -4- (2, 5 -$^7;v:rD7a:y:3^i^^5^ 

(995) 4- (2- ( (IR) -1- (:^:7>57l^>_ 3:5:.;p:^;w\* 

(996) 4- (2- ( (IR) -1- (:^7^5^^>-l-^;i,) a:^;i/3b;W^ 



981 



wo 03/016254 



PCT/JP02/08120 



(997) 4- (2- ( (iR) -1- r;v) 3i^;i/*;v/^ 

(998) 3- (2- ( ( (IR) -3-p?^;V-l- (3, 5 

5 5!3;W^^-f;P) -4 - (3-^ Yi^%/'7:j^J^i/) 

(999) 2- (2- ( ( (IR) -3-p«5^;v-l- (3, 5-s>^^;v:7 3i 
r.;v) 5b;w^^-r;v) -4- (2-7 3.-;pa^^;i/) 7 3i>/dr^) 

10 (1000 ) 3 - (2- ( ( (IR) -3-^^;V-l- (3, 5-i^p<^;i/7:.i 

-;i/) a;w^^^;v) -4- (2-7;v:ro7i^=3f-s/pi5^;i/) :7 

(1001) 3- (2- ( ( (IR) -3-p«^;i/-l- (3, 5-S^p«5^;i/7 3^ 

ri;i/) >*'9^;i/) :i7;wt^>f;v) -4- (4 -7;V3i-n7 3i>'=^ri^^5^;v) 7 
15 3i^;v) :rD-'1>^^ 

(1002) 3- (2- ( ( (IR) -3-^^;V-l- (3, 5-$^^^;V73i 
r:;V) *;W'^^>f;V) -4- (2-^ b:ap^>37ai>':^Fi/7i^;V') 7 

(1003 ) 3- (2- ( ( (IR) -3-^^;V-l- (3, 5 :n 

20 -;v) r^^^;!') ;t7;w\'^^;v) -4- (2-^^;i/7 3iy^i^7<5^;i/) 7 a. 

(1004) 3- (2-s>7 3i-;i/^^;v*;vA^-r;v-4- (2, 5-i?7;i/;^ 

D7:n>':Jri/;><^;V) 7 PI/) 

(1005) 3- (2- ( (1- (3, 5-s^^?-;v7:nri;i/) ^/f7u^^^y}^^) 
25 *;w\*^-f;i/) -4- (2, 5-pyjv:tuy3L^^->^^ji^) 7i-;i/) 
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(1006 ) 3- (2 - ( (1- (3 , 5-i?^^;vy3L=.jv) ->^u^>^jv) 
-4- (2, 5-i>yj]/:^uy3^y^i^jA^jv) 

(1007) 3- (2- ( ( (IR) -3_^5^;i,_i_ (3, 5^.^^^^,^^^ 

(1008) 3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5 

— -^^^JV) *;i/n^-f;i/) -4- (2-31 h^$^7iy ^rS/p?5^;v) 7 

10 (1009) 3- (2- ( (N- (2-^5^;vrDlf;i/) -N- (3, 

T^y) :ij;WN'^-r;i/) -4- (2, 5 -i^7;i/;i-D7ai^ 

(1010) 3- (2- (l-ac5^;i,_i_ (3, 5 a^-jv) rnif 
;V) -4- (2, 5 -i?7;i/:;rD7:c>'d^^>^5^;i.) 

15 yuj-^ym-. 

(1011) 3- (2- (4- (3, 5-i^^5=-;i/7 3i-;i/) t KPt^^>_ 
4— *;w?^^;i/) -4- (2, 5-S^7;i/:^-n7a^y':f^^^^;i/) 

(1012) 3- (2- ( ( (IR) _3-^5^;i/-l- (3, 5-^>-^5^;i.7:c 
20 r5^;i/) i*?;^?^^;!.) -4- (3 ->>:ry :7 01^:^5^^ 

(1013) 3- (2- ( ( (IR) -3-^^;i.-l- (3, 5-S^^5=-;i^7a. 

-^P) :r^;i/) *;wt^-i';i/) -4- (2, 4-i^7;i/;rD7i.iy:J^j/^5=- 

25 (1014) 3- (2- ( ( (IR) _3_p{^;i,_i_ (3^ 5_^^^;i,^^ 
-J]y) A;W\-^^;b) -4- (2, 5-2^^5^;i/7a^y'^i/^^;i.) 
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7 yuj^>m. 

(1015) 3- (2- ( ( (IR) -3-^5^;i/-l- (3, 5 1 
5 (1016) 3- (2- (3, 5-S^p«^;V7 3i-;V) 3i5=-;i') 

:jb;wi^'i';v) -4- (2, 5-s<'7;v:4-n7xy :^$/^5^;i/) 71—;!/) 

(1017) 3- (2- ( ( (IR) -3-p<5=-;i/- 1- (3, 5-i^^5^;V7x 

10 ^> 

(1018) 3- (2- ( ( (IR) -3-p«5^;V-l- (3, 5 -S^^^^;!/^:^ 

-;v) r5^;i/) A;wt^-i';i/) -4-('^>\/5^:>'\/— ;i/-2 --f :4-=^^e^ 

(1019) 3- (2- ( (4- (3, 5-5^^5^;i/7ai-;i/) 71— tKDlf^V 

15 -4 — r;i/) *;i//t^'f;v) -4- (2-^^00- 6 -7;v:rD^>s^;p:r 

(1020) 3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-Py^^)Vyx. 

—)]/) y^^jv) A;wi^-r;v) -4- (2-j^5=-;v7 3^y'^2^^5^;v) 731 

20 (1021) 3- (2- ( ( (IR) -3-p«^;v-l- (3, 5-i^^^;i/:7 3. 
— ;i/) ::^5^;v) -4- (3-^DD73iy'^2^^5=-;i') 7ji 

^;i/) yuj^>m^ 

(1022) 3- (2- (4- (3, 5-$^^5^;v7x-;v) ^'^-t ^*D5^3^^f^ 
>-4 — f;i/) *;wi^>f;i') -4- (2, 5-:^7;i/:rP7 3iyd(is^p<5^ 

25 ;i/) 7ir:;i/) 7•D>'1>M^ 

(1023) 3- (2- (l-^>y;i/-4- (3, 5-s^p«5^;v:7ai-;v) i^^ 
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Vi^>-4--(J]y) ti^W^^^)]/) -4- (2, 5-S^7;i/:ro7 3^>'^S/ 

(1024) 3- (2- (1, l-s;3j->_4_ (3, 5-i^pi5^;V7 3i-;i.) 

— t KD^;^b:^>-4 — fj]/) >b;w^^^;i/) -4- (2, 5-i^7JV:i- 

(1025) 3- (2- ( (4- (3, 5 -i;^5^;i/7ji^;i/) tKDl^^> 
-4-'r;i/) -4- (3 -i^7>'7 3iy:^s/pt^;i/) 7^1^ 

(1026) 3- (2- ( (2, 6-5^^5^;i/-4- (3, 5 -S^^^;v:7i 

10 -4— -4- (2, )V:ituy :x,j ^t^^ 

(1027) 3- (2- ( (4- (3, 5-5^^^;i/7ai-;i/) t h-ni^^> 
-4— r;i/) *;wt^-f;i.) -4- (2, 3, 6- hVy?u:tu^>i^j],^ 

15 (1028) 3 - (2- ( ( (IR) -3-^^j]y-l- (3, 5-S^^5^;i.7ai 

— ;v) *;wi^-f;i/) -4- (2-i^uu-6-yjv:tu^>t^}\/ 

(1029) 3- (2- ( (4- (3, 5-s^^^;i/7izi;i/) 71— tKnir^v 
-4 — r;!/) *;wi^>f;i/) -4- (2 -^dd- 5 -7;i/:rn7a;y^2x' 

20 ^5^;v) y:iL-;]/) ya/^i^m^ 

(1030) 3- (2- ( (4- (3, 5-2^^5^;i/7 3i-;i/) tKDt;^> 
-4 — r;i/) *;wi^-f;i/) -4- (2 -^J/dd- 5 -^5^;i/73iy 

(1031) 3 - (2- ( (4- (3, S-i^j^^JVyoL-;],) ji—}^}!u}f^> 
25 -4-^;u) :^7;WN-^^;i/) -4- (2, S-i^tJ^nn^i^r^S/^^^;!/) 
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(1032) 3- (2- ( (4- (3, 5-i^;»?5=-;i/7i-;i/) tKDtf^> 

(1033) 3- (2- ( (4- (3, 5-i^^^;V7 3i-;v) /l-tKDl^^> 
-4--f;i/) :i!7;w^^W' -4- (3 -^Dn7aty:^i/pi^;v) 731— 

5 jv) yu^i>m. 

(1034) 3- (2- ( (4- (3 , 5-i^^^;i/7 3i^;V) .'I— t KPtf^V 

-4 — f;v) *;wt^-f;v) -4- (3 -7;b:rnr7 3i^:^$/^5^;i/) 71. 

(1035) 3- (2- ( (4- (3, 5-2^p«5=-;i/7 3i^;i/) >'^— t Knt:^> 
10 -4 — f;v) *;w^^-r;v) -4- (2, 5-s^p<^;i/7 3iy 

(1036) 3- (2- ( (l-^^JVy.Jl^—)V-4- (3, 5-5^^9^;V7 3i 

— ;i/) b:^';5^>-4— f;i/) *;wt^>f;p) -4- (2, 5-s?7;i/:4-n 

15 (1037) 3- (2- ( (4- (3 , 5 i:::i;i/) /I— t Kn tf ^ > 

-4 — r;i/) *;w?^r-f;i/) -4- (2 -:7;v:tn7acy :3rSx^5^;v) 71 
— ;i/) 7*d;i>^^ 

(1038) 3 - (2- ( (4- (3, 5->:^p{^;V7 3:— 7l~t. l«Olf^> 

-4-^)1) pb;w't^-f;i/) -4- (2-^Dn:7 3i>'^rS^p<5=-;v) ^ai— 
20 ;W rny-^vms 

(1039) 3- (2- ( (4- (3 ^1— t. h'n If ^ >- 4 - 
-f;v) *;w^^-r;i/) -4- (2, 5-vy)]/:tuy:n^^zyy.^;]/) yx. 

(1040) 3- (2- ( (4- (rH:7^l/>-l->f;V) >'l— t KP If^V- 4 

25 — r;i/) *;wN'^-f;i/) -4- (2, 5 -i^7;i';rD7 3:ydp^p<^;v) 7 
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(1041) 3- (2- ( (l-^5^;i/-4- (3, 5-5^^5^;i/7 3i-;i/) tr^ 
U5^>-4-'f *;w\*^-r;i/) -4- (2, 5-t^y)V:tu-7aL^:^t^ 

(1042) 3- (2- ( (l-3i^;b-4- (3, 5-5^;»?5=-;V7iii^;i/) 

5 Ui^V-4— f A;W"?^'r;V) -4- (2, 5 -$;7;l/;^D7:ny'iJ|r$/ 

(1043) 3 - (2 - ( ( (IR) -3-p{5^;i/- 1- (3, 5 -$^p«5^;i/7 

— :^7;w^^-r;i/) -4- (2, 3, 6- h U7;i/2!-d^>s^;i/ 

10 (1044) 2- (2- ( (3-^^;i/-i- (3, 5-i^p<5^;i/7:n-;i/) 

:if;w^^>r;i/) -4- (2-i^nn-6-7;U:^D^>S^;i/:r^r5/) 7 

15 11. it-^ifi 

(1) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ 6 -t 

-2-7'D'>?.>^^ 

(2) (2E) -3- (2- (2- (:^:7^l^>-2 — f;!/) Jih^S^) -4 

(3) 3- (2- (2- (r>-7t$'l/>-2-'f;i') aih^r^') -4-7ary^^ 

(4) 3- (2- (2- (:^7i5'U>-2 — f;i/) -4-liI<ndp 
25 (5) 3- (2- (2- (:^7^5'l/>-2-^';i/) :nihd|rS^) -4- 
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(6) 3_ (2- ( ( (iR) - 1- (±7i5^v>- l-'f;v) =^^))y) 

5 (8) 3- (2- ( (3-;»{5^;i/- l-7 3ir:;vrg=-;V) :i7;Wt^E'f -4 

(9) 3- (2- ( (3-pi5^;v- :t»;wt^-f;i/) -4 

(10) 2- (2- ( (4-p«5^;i/-2- 1— f ;v) ^V^^'-f 
10 ;v) T ^ y ) - 4 - 1 1* D dps/p? ^)V^>P)V) 

(11) 2- (2- ( (4-^^;i/-2- (:^:7^V>-1 — T^l') 

;v) r^y) -4-^ hdp$/p?5^;i/^>$^;i/) ^Mmm.-. 

(12) 4- (2- ( (2- l-'f^V) rp^'^y >f T^^) 

15 (13) 4- (2- ( (2- (:^7^5'^>- 1— f;v) rD^-«>' -f T^y) 

(14) 4- (2- ( (2- (:J-7^l/V- 1 — f;i/) ro.'1>'^;V) T^y) 
-4-^>i^;i/:^-=Sr5^7a;^;V) 

(15) 4- (2- ( (2- (:^7^v>- 1 -'f rD>''?^'r;i/) T^y) 

20 -4-"7 3iy :3p^:7 3^-;v) 

(16) 3- (2- ( (4-p{5=-;i/-2-7air^;i/^>^$^>'>f ;v/) r^^) -4 

(17) 4- (2- ( (4-^5=-;V-2- — f;V) ^V^^'T 

25 (18) 4- (2- ( (4-p«^;i<'-2-7ai— ;i/^>^$'y-r;i/) r^y) -4 
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(19) 4- (2- ( (2- ii-yi'\y>-i-^j)/) yu?^j>(})^) yKJ) 

(20) N-(3, 4-$^7;V:rD7ai— ;v:^;1/:1n-;1/) -3- (2- (2- (:^ 
7^$'V>-2 — f;i/) 3^h^$^) -4-7a:ydp^7Jt— rD^1>T^ 

5 h% 

(21) N - (3, A-Vy)\/:^U•7 3L-)^/:7.)^/^^=^)^/) - 3-(2-(2-(:^ 

(22) N- (3, 4-i^7;^::^^7al^;l':J^;^>}^rl;^) - 3-(2-(2-(:^ 

10 7^$^l^>-2— ^;i/) cnS^S^) -4- (1-t KD=^5/- 1 -;^g^;V'3i5^ 

(23) 3- (2- ( (3-p«^;W- l-7 3ir:;i/:r^;v) :&;W"?^>r;V) -4 

(24) N- (3, 4 -i^7;i/;^-D:7 3in;i/;:^;i'/i^r:;i/) - 3- (2- ( (3- 

(25) 3- (2- ( (3-^5=-;i/- 1- (3, b -V :^'^)VZ7 :il=l)],) :r^;i/) 

(26) 3- (2- (tJ-^^J'l/V- 1 — i -4-7a^^ 

20 =3f-s/7 3i-;i/) yu?^>wu 

(27) 3- (2- (1- Ct^^^j' v>-2— f;v) ai^;i/5b;i/>'^^-f;v) -4 

(28) 3- (2- ( (3-^g^;i/-i- (rh^^j'i/v- 1— f ;i/) :75=-;i/) 
;w^^>f;i/) -4— 7 :^s^7ai— ;i/) 7'd/'?>^> 

25 (29) 3- (2- (4-^5=-;v-2-7 3i— ;v^>^;i/) :*7;w^^>f;i/) -4 
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(30) 3- (2 - ( (IR) - i-7 3ir:;vj^5^;v*;wt^-f;i/) -^-yx. 

(31) 4- (2- ( (iR) -1- :i^5=-;v*;w^^ 
5 (32) 3- (2- ( (IR) -1- (4-^5=-;v7 3i-;v) 3i^;v:«j;w^^>r 

(33) 3- (2- (1- (4-7;V':rP7x-;V) ji5=-;v:«3;v>'^^'i'>'i') -4 

(34) 3- (2- ( (IR) -1— 0^>-l-'f>'W :to;w^^>f;b-4- 
10 7iy':¥2^7 3ir:;v) rD7l>^> 

(35) 3- (2- (i-^5=-;i/-3-7 3i-;i/rDt;;w) :*f;vM^-f ;^-4- 
(36) 3- (2- ( (IR) -1- (4--hD73i-;V) 3i5^;v*;vn^'f 

15 (37) 3- (2-2^7 3i^;W^5=-;V:*^;WN'^-f;V-4-7 3iy:3p>>:7ai-;i/) 

(38) 3- (2- ( (3->«5=-;v-l- (3, 5— ^^5^;v7 3i-;i/) 7'^;v) 
*;w^^-r;v) -4-7 3iydps/7 3i-;v) rD>''«>^^ 

(39) 3- (2- ( (IR) -1-1, 2, 3, 4-^b^l:ih-n:^7^^> 
20 -i-^;v) :jb;WN'^-f;i/-4-7 3iy^S>'7^-;i/) 7•^;1>m^ 

(40) 3- (2- ( (IR) -1- (1, l'-Vi7:^-;V-4-^;V) ai5=- 

;vpb;w^^>f;i/) -4-7 3i>'^^'7 3i-;i/) rp/ivMs 

(41) 3- (2- (i>':py-7 3i-;v>b;w^^-^;i/) -4-73iy'^i/7 3i^ 

25 (42) 4- (2- ( (3-^^;v-i- (3, 5 -2^^9=-;v7 :cci;i.) :r5=-;p) 
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(43) 4- (2- ( (3-^5^;i/- 1- (3, 5 -t>^^)Vy jl—M 

(44) 4- (2- (3-<><^;u- 1-7 31— *;w^^-r;i/) - 4- 

5 (45) 4 - (2- (1- (t^^^J'I/v- 1— r;i/) rDi^;i/*;wt^-f - 
4-7 3ty^^'7 3i-;i') :r^>^s 

(46) 4- (2- (1- (:^7:5'i/>- i—f^v) :/^;i/*;w^^-f -4 

(47) 4- (2- ( (3-;»«5^;i/- 1- (r^^tJ' 1 -'f ;v) * 

(48) 4- (2- ( (3-y-^)V- 1- (4-7;i/:rn-3-p<5=-;i/7 3i-;i/) 

(49) 3- (2- ( ( (IR) -3-^^;i/-l- (3, 5 -$^^^;i/73i^ 
15 (50) 3 - (2 - ( (4- (3, 5-i^^^Jl-7 3L=-JV) J^—\l\^U}^^>- 

4 — r;i/) ?t7;wt^-f;i/) -4-7 3i>':^^7 3Ln;i/) ro>'1>^^ 

(51) 3 - (2 - ( (4 - (3, 5-$^;'?5^;U7 3i-;V) v'^— t KPlf^>- 

(52) 3- (2- ( ( (IR) - (3, 5-$^^^;1/:7ji^ 

(53) 3- (2- ( (4- (:?-7;$^v>- 1— f;i/) ^'t-t Kol^^>-4- 
(54) 4- (2- ( (4- (t^^tJ'l/y- I—Y;!/) >'1— b \fU\f^>-4- 

25 (55) 4- (2 - ( (4 - (3, 5 M—M \^n}^^>- 

4— *;w^^'r;v) -4-y=^y^iyyjL=.)u) -y^i^m. 
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(56) 2- (2- ( (3-^^;i/-i- (3, 5-e^^5^;v7:ii^;i/) 

5 

1 2 . 'fb-^ds 

(1) 4- (2- {±y^ly>-l — :;!j;i/3}?-;i/T^^-4-$/Ty 7 

(2) 3- (2- :rD 
10 > H-;i/-3 --r;v) ra^iv^. 

(3) N- (3, 4-$^7;i/;rD7 3i-;v::^;i/7}^-;i/) -3- 

1- (1- 1 — r;v) 3i5^;v;b;i/3!i^*^;i/) 'f>j<-;w-3- 

15 

1 3 . ^t-^ifi 

(1) 4- (3-^5^;u- i-7i^;i/:r5=-;i/*;wt-:E-f;v) -2-^>^7:7 

(2) 7- (3-p<^;v- l-:7 3in;v:r5=-;i/3b;wt^-f;i/) -2-^>\/37 

20 

(3) 2- (7- i3-^^JV- -f>h*- 

1 — f;v) mm.-. 

(4) 2- (7- (3-p«^;w- l->'3i-;i/:r5^;v*;w^^-r;v) 
;i/-3— f;i/) i^^, 

25 (5) 7- (3-p<5=-;P- l-:7ain;v:r5^;i/:3b;w^^-f;v) :^:7^L/>:&;i/ 
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(6) 2- (7- (3-yi^JV-l-y3u-jvy^j]y:^;]yj^^>(j\/) > K u 

(7) 3- (7- (3-^^;i/- l-7airi;i/:/^;i/:jb;w^^-f;i/) 'f^KU 

>-i — r;i/) rD/i>K. 

(8) 3- (8- (3-^5^;i/- 1-7 31— -1, 2, 
3, 4-5^ h^t Kn:3py U 1 — :7*D>'^>^^ 

(9) 2- (8- 1- (3, 5-$^p<5^;i/7a:ri;i/) y'^jvitj 
;W^^-r;i/) -1, 2, 3, 4-7^h^t: KD:^y U>-l--r;i/) 

(10) 2- (7- ( (3-^5=-;i/- 1- (3, 5-j;p«^;i/:7 3ir^;w) 

(11) 8- (3-^^;i/-i- (3, 5-s^p«5^;i/7 3i^;i/) :r5=-;i/*;w^^ 
-f;!/) -2-:h7^$?l^>:3f7;i/5}f>M. 

(12) 7- (3-^5^;i/-i- (3, 5-s^p«5^;V7 3i^;i/) :r^;i/>b;w^^ 

(13) 2- (7- (3-^^;i/-l- (3, 5-i^p«5=-;i/7i^;i/) y-^jvti 

(14) 7~ ( (2- l-^;v) 7Hz5=-;i/) -2-^> 

(15) 7- ( (2- (±7^ix>-i — r;i/) rD^iy-r;i/) T^^y) -2- 

(16) 7- ( (4-^5^;i/-2- ii-y-SfU^-i-^jiy) -r 
-2-^>^/7^>*;i//}f>^, 

(17) 2- (1- (2- (:h7i$^lx>-l-^;i/) rTo t;;^-;^) 
-3-^;i') 

(18) 2- (2-^5=-;^- 1- (2- (:h>'^S7V>_ 7*Dir:r-;i/) 
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(19) 3- (1- (2- ii-yi^v^-i—ijv) rDi^:e--;v) -r>F-;v 

(20) 3- (2-^5^;i/- 1- (2- (±yi^]/>-l—()V) yu}:f:t=-)V) 

5 (21) N- (3, 4-i?7;v:*-D7 3i— ;v:^;v7^-;i/) -2- (1- (1- (:^ 

(22) N- (3, 4-i^7;v:rn7a:— ;v) - 2- (2-p«^;i/- 
1- (1- 3i5^;vp!7;i/5i?-;v) -f>I<-;i/-3- 

10 s^^:?^^ h\ 

(23) N- (3, 4-t^7;i/:tD7ji^;i/X;i/4^-;V) - 3-(l-(l-(::^ 

15 

1 4 . <b-^*5 

(1) (2E) -3- (2- (6-7 3iy^$^^:^2/;i/;d-=3[^S^) -4- (>f ^ 

(2) 3- (2 - (6-7 3^-;V'\^^';V:^^i^) -4- (ii^\/— 1 - 

(3) N- (3, 4-i^7;i/;rD7ai— ;i/) -3- (2- (6-7 
:i,=.)v^:3f-t^)\/:ir^^) -4- (i^^^/— i->r;i'^^;v) 73^— ;i/) 

25 

1 5 . ih-^t^ 
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(1) (2E) -3- (2- (2- (i-Z7^U>-2-^J]/) 3:hd^^) -4 

(2) 4- (2- ( (2- — r;i/) rD>''?y^;p) y-^y) 
-4-7rc-;i/7 3i-;i/) T'^l^m^ 

(3) 4- (2- ( (2- (r^^^S'l/V- 1 rpyiy^;i/) :p^^) 
-4-^>^^;^/*;w^•^-r;l/7a^^;l/) r^^$'>^, 

(4) 4- (2- ( (2- {±y^v>-i — f;i/) :rn7^y^;i/) t'^^') 

(5) 3- (2- ( (3-^^;i/- 1 :i!j;w^^>f -4 

(6) N- (3, 4-i?:7;i/:;4-D7 3^:::^;i/X;i/>}^^;i/) -3- (4-S^7'y — 
2- ( (3-^5=-;i/- l-:7 3i^;i/:r^;i/) 731— ^v) rn 

(7) 3- (2- ( (3-p?^;i/- 1 >i7;wt^-r.;v) -4 

(8) 3- (2- ( (3-^5^;i/- 1 -4 

(9) 3- (2- ( (3-^f^;i/-l- (3, 5-S^p{^;P7:nr:;i.) ^5^-;!/) 

(10) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -S?p?^;i':7az-;i/) :;r5^;L.) 

)\/) -4- (N-^>t?;i/-N-^5^;i/T^y) 7^— 

(11) 3- (2- (2- V>-2— r;i/) 3ih:3ir$^) -4- (N-:7 

(12) 3 - (2 - ( (3-^f^;i/- 1 - (3, :r5=-;i/) 
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m 1 tdtB^o-rb-^o 

1 6 . m^omm i iii3«g©-iiis^ ( i ) -t^m^iy^^it-^. ^(o^mm. 
1 7 . g»5i<<D«5ffl 1 13f3m0-iis^ ( I ) -e^^n§<b^tI^ ^(ofm& 

i^^-^Wf S E P 3*5 J;tJ^/^:fc:(±E P 4g^f*:©?Stt<bt: J;S^ll©^&3i*5 

10 

18. E P J:t>*/'^:fe{±E P ^^^^^O^tt-fbtc 

fig. is>mm. axom'^u^. *f>©#fe^> ^'>(Dn^m^^o-M-^)\^ 

istjs. e3®> ;SJtcDb55^> mm. :^7^n 

TOMjg. Hs^#> ^1gl*Ifl^^ ^mm^mwk '^'Mfmm. 

mi&ikmi^. wmm. tt^u-a. mm^^. it^mnm. >£^^±. i^jfiin. 

mm. mnmmwm. mit^iJi. ^v-ym. mm^:f^ifi. xy^u^ 

mmm. sfmm. ^m^0i. imMs^a.. mmm. ^mm^±. m'tmm. jfii 
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selections) as set forth in clair. 1 is "a compound having antagonism to EP3 
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etc. at the ortho positions and (continued to extra sheet) 
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the cyclopentane ring, etc. has OH (WO 00/03980), WO 00/15608, WO 
01/49661, etc.); and 

b) compounds wherein ^*-0-alkylene-carboxyl group, etc." and **-S- 
containing alkylene group-phenyl group, etc." are bonded to a napthalene 
ring at positions other than ortho positions (WO 97/05091) . 

Accordingly, the technical feature common to the individual compounds 
(individual selections) as set forth in claim 1 cannot be considered 
as a special technical feature (i.e., a technical feature that defines 
a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art) . Thus, this international application 
fails to fulfill the requirement of unity of invention. 

(Scope of searching) 

Although it is stated in the description that a large number of 
specific compounds can be produced, nothing but the compound of Example 
8 (13) is indicated as being practically usable. 

Compounds capable of interacting with receptors are generally 
restricted to those having specific size, structure, functional group, 
hydrophilic/hydrophobic nature, etc. Thus, it is hardly estimated that 
compounds largely different from the compound of Example 8 (13) in 
structure, etc. (for example, compounds wherein is an R^^-substituted 
tricyclic heterocycie (wherein R^^ is a C6-alkylene-W-C6 alkylene- 
bi cyclic heterocycie) ; compounds wherein is a tricyclic heterocycie, 
etc.) have any antagonism to prostaglandin E2 (PGE2) EP3 and/or EP4 
receptors . 

Therefore, the relevancy of these compounds to the prior art 
cannot be judged (in particular, judgment on the inventive step wherein 
the effects should be taken into consideration) and no meaningful 
international search can be made thereon. 

Accordingly, no international search was made on the following 
compoiinds in the inventions relating to the compounds, etc. on which 
international search report should be formed as specified in the attached 
sheet of the form of payment of additional fee under the provision of 
Article 17(3) (a) of PCT (i.e., inventions relating to compounds wherein 
n is 1 or 2 and Q is a group bonded to the ring B via carbon atom (for 
example, ^^-alkylene-Z-Cyc2") , etc., and drugs containing the same as 
the active ingredient) : 

a) compounds wherein m is 1 or 2; 

b) compounds wherein B is a group other than benzene; 

c) compounds other than compounds wherein A-R^, D-R^ and Q are 
attached respectively at the 1— 2- and 4— position of the benzene ring; 

d) compounds wherein A is a group other than alkylene, alkenylene 
or alkynylene; 

e) compounds wherein R^ is a group other than COOH, COOR^, 
CONR^SOaR^ or CONR'^R^; and 

f ) compounds wherein D is a linking group other than O-alkylene 
(optionally having substituent, double bond or triple bond) or N- 
CO-alkylene (optionally having substituent, double bond or triple bond) . 
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